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APPEAL BRIEF 



Dear Sir: 



In accordance with the provisions of 37 CFR 1.191, 
Applicant filed a timely Notice of Appeal in the above application 
on September 8, 2003 from the rejections made by the Patent Office 
in the Office Action dated May 5, 2003. Three copies of the 
Appeal Brief are enclosed. 



(1) Real Party in Interest 



The real party in interest in the application in this 
appeal is Applicant's assignee Johnson & Johnson Consumer 
Companies, Inc., a corporation of New Jersey, a wholly owned 
subsidiary of Johnson & Johnson, a New Jersey corporation. 

(2) Related Appeals and Interferences 

Applicant is not aware of any related appeals or 
interferences . 

(3) Status of the Claims 

Claims 1-9 and 11-20 are the claims on appeal, a copy of 
which are attached hereto in the Appendix to this Brief. No 
claims stand allowed in this application. 

(4) Status of Amendments 

No amendment was made after receiving the Final 
rejection dated May 7, 2003. The last Amendment made in this 
application, dated March 5, 2003, was entered. 
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(5) Summary of the Invention 



The present invention relates to a method of depositing 
a benefit agent on a keratinous surface, the method comprising 
topically applying to the surface an effective amount of a 
ringing gel composition including (a) a surfactant phase ; (b) an 
oil phase; and (c) a benefit agent. Suitable benefit agents 
include antimicrobial agents, medicament agents, skin emollients, 
skin moisturizers, skin firming agents, and the like. 

(6) Issues on Appeal 

I) Whether the inventions of claims 1-9 and 11-2 0 are 
indefinite under 35 U.S.C. §112 for failing to particularly point 
out and distinctly claim the subject matter which applicant 
regards as the invention. 

II) Whether the inventions of claims 1, 2, 3, 11-17, and 
20 are unpatentable under 35 U.S.C. §103 as being obvious over 
Herman in view of Santora et al . and Marin et al . 

III) Whether the inventions of claims 4-9 are 
unpatentable under 35 U.S.C. §103 as being obvious over Herman in 
view of Santora et al . and Marin et al . , and further in view of 
Greenburg et al . 

IV) Whether the inventions of claims 1, 18 and 19 are 
unpatentable under 35 U.S.C. §103 as being obvious over Herman in 
view of Piechota. 
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(7) Grouping of Claims 



Applicants believe that all of their claims are patentable 
over the prior art. For purposes of this Appeal, claims 1-9 and 
11-20 stand together. 

( 8 ) Argument 

Claims 1-9 and 11-20 were rejected under 35 U.S.C. §112, 
second paragraph, as being indefinite for failing to particularly 
point out and distinctly claim the subject matter which applicant 
regards as the invention. The Patent Office stated that the metes 
and bounds of the scope of the claims are unascertainable because 
the terms "benefit agents", "antiinf ective" , "shaving 
preparations" , "poison ivy products"', "poison oak products" , "burn 
products", "anti-diaper rash agents", "prickly heat agents", 
"sensates", and "make-up preparations" were not defined in the 
specification. Applicants respectfully traverse this rejection. 

Definiteness of claim language must be analyzed, not in a 
vacuum, but in light of (A) the content of the particular 
application disclosure; (B) the teachings of the prior art; and 
(C) the claim interpretation that would be given by one 
possessing the ordinary level of skill in the pertinent art at 
the time the invention was made. See M.P.E.P.§ 2173.02. Here, 
each of the benefit agents claimed are conventional active agents 
used in cosmetic compositions. Indeed, as discussed in the 
specification, the term "benefit agent" includes any active 
ingredient that is to be delivered into and/or onto a keratinous 
surface, such as, the skin, hair or nail at a desired location. 
See page 3, lines 27-28. 
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In further support of this position, Appliacnts have 
provided herewith several educational references that are 
commonly referred to by those of ordinary skill in the art. 
These references specifically refer to the objected to terms 
utilized in the present patent application. For example, 
"Shaving preparations" are described in Harry's Cosmet icology - 
7th edition (1982) Part One: The Skin and Skin Products - Chapter 
12: Shaving Preparations, pgs . 156-187. "Make-up preparations' 7 
are also described in Harry's Cosmet icology - 7th edition (1982) 
Part One: The Skin and Skin Products - Chapter 17: Face Packs and 
Masks, Part One: The Skin and Skin Products - Chapter 18: Face 
Powders and Make-up, Part One: The Skin and Skin Products 
Chapter 19: Coloured Make-up Preparations. "Anti-Diaper Rash 
Products" and "Prickly Heat Products" are described in O-T-C 
products for diaper rash and prickly heat. J Am Pharm Assoc. 
1970 Jan; 10 (1) : 19-24 . "Poison Ivy Products" and "Poison Oak 
Products" are described in Skin protectant drug products for 
over-the-counter human use; final monograph. Final rule. Fed 
Regist. 2003 Jun 4; 68(107): 33362-81. 

In view of the foregoing, Applicants respectfully 
submit that the benefit agents listed in the present patent 
application are known and understood by those of ordinary skill 
in the art. As indicated above, the terms are readily found in 
the literature. Furthermore, many of the benefit agents are 
controlled through and listed in the above referenced final 
monograph. Applicants respectfully submit that the rejection 
under 35 U.S.C. §112 is incorrect and request withdrawal of the 
re j ection . 
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Claims 1, 2, 3, 11-17, and 20 stand rejected under 35 U.S.C. 
§103 as being obvious over Herman in view of Santora et al . and 
Marin et al . The Patent Office relies upon Herman as disclosing 
the "that the basic components of ringing gel formulations are 
oil, water, a surfactant, and a cosurf actant . " As acknowledged by 
the Patent Office, Herman fails to teach or suggest Applicants' 
claimed method of depositing a benefit agent on a keratinous 
surface. There is nothing in the teachings of Herman that would 
provide one of ordinary skill in the art with the expectation 
that the ringing gel composition broadly disclosed by Herman 
could be used to deposit benefit agents to keratinous surfaces. 

Recognizing these deficiencies, the Patent Office has cited 
Santora and Marin et al . Santora teaches a cleansing and 
moisturizing surfactant composition comprising nonionic, 
amphoteric and anionic surfactants. Marin et al . discloses a 
hexagonal liquid crystal composition comprising oily phase, 
surfactant system and water. The compositions taught therein 

are disclosed as providing good viscosity, foaming, stability, 
appearance and cleaning ability. It is the position of the 
Patent Office that it would have been obvious to one of ordinary 
skill in the art at the time the invention was made to have 
modified the ringing gel composition of Herman to add the 
surfactants and cosmetic actives of Santora and Marin because of 
the expectation "to have successfully produced a mild and non- 
greasy skin or hair care composition with viscosity, stability, 
appearance and good cleansing effects." Applicants respectfully 
disagree . 

The Patent Office has failed to provide any teaching or 
suggestion in any of the cited references that would provide one 
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of ordinary skill in the art with the motivation to incorporate 
the ingredients taught by Santora et al . into the ringing gel 
compositions disclosed by Herman. The Patent Office relies upon 
Marin as providing the requisite motivation. This position is 
factually incorrect. The mere fact that Marin teaches that the 
Marin compositions provide good viscosity, foaming, stability, 
appearance and cleaning ability in no way provides the requisite 
motivation to one of ordinary skill in the art to incorporate the 
ingredients taught by Santora et al . into the compositions taught 
by Herman, much less, that the ringing gel composition broadly 
disclosed by Herman could be used to deposit benefit agents to 
keratinous surfaces . 

The Patent Office has also not provided a reasonable basis 
to support an expectation of success. Applicants respectfully 
submit that one of ordinary skill in the art would appreciate the 
fact that ringing gel compositions are sensitive to the 
concentrations of the ingredients found therein. As clearly 
described in Herman and as is well know to those skilled in the 
art, as the water, surfactant, or oil concentration of a 
composition is varied, the composition may change phases and no 
longer be a ringing gel. The use of phase diagrams is quite 
common in this technology. Phase diagrams typically show that as 
the amounts of the components of the composition are varied, the 
composition will change phases between two distinct phases, an 
oil in water emulsion, a water in oil emulsion, a ringing gel , 
and a microemulsion . The benefit agents that Applicants have 
added to the ringing gel composition may be soluble in the water 
or surfactant phase, the oil phase, or both. Therefore, the 
addition of the benefit agent effects the relative concentrations 
of the water or surfactant phase and the oil phase in the ringing 
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gel composition. Moreover, as disclosed in Applicant's 

specification, the addition of benefits to a ringing gel 
composition provided enhanced benefit deposition relative to 
other compositions. This was unexpected, and such benefit is not 
disclosed or fairly suggested in any of the cited references, 
taken alone or in combination. Applicants therefore respectfully 
submit that one of ordinary skill in the art could not predict or 
expect that the ringing gel composition of Herman would remain a 
ringing gel upon the addition of benefit agents as claimed in the 
present invention . 

Accordingly, Applicants respectfully submit that Herman, 
Santora et al . and Marin, taken alone or in any combination do 
not render the present claims obvious for the following reasons: 
(1) there is no suggestion or motivation in either of Herman, 
Santora et al . or Marin to modify the compositions of Herman as 
suggested by the Patent Office; (2) even if one of ordinary skill 
in the art was somehow motivated to incorporate the ingredients 
taught by Santora et al . into the Herman ringing gel 
compositions, there is nothing in the teachings of Herman, 
Santora et al . or Marin that would provide a reasonable 
expectation that such a modification of the Herman ringing gel 
compositions would be successful; and (3) even if the references 
were combinable as suggested by the Patent Office, all the claim 
limitations are not taught or suggested since each of Herman, 
Santora et al . and Marin fail to teach or suggest Applicants' 
claimed method of depositing a benefit agent on a keratinous 
surface. Therefore, the rejection should be withdrawn. 

Claims 4-9 stand rejected under 3 5 U.S.C. §103 as being 
obvious over Herman in view of Santora et al . and Marin et al . , 
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and further in view of Greenburg et al . The Patent Office relies 
upon Greenberg et al . for teaching the specific oil phase recited 
by claims 4-9. Specifically, the Patent Office argues that it 
would have been obvious to one of ordinary skill in the art to 
modify the ringing gel composition taught by Herman by 
incorporating certain ingredients taught by Santora et al . and 
further modify the composition by incorporating specific esters 
taught by Greenberg et al . because of "the expectation to have 
produced a clear microemulsion skincare composition with a smooth 
and non-tacky feel." 

Greenberg et al . fails to remedy the deficiencies of Herman, 
Santora and Marin as set forth above . There is nothing in the 
teachings of Greenberg et al . , Herman, Santora, and Marin taken 
alone or in any combination, that would provide one of ordinary 
skill in the art with the motivation to incorporate the 
ingredients taught by Santora et al . , Marin, and Greenberg et al . 
into the ringing gel compositions disclosed by Herman. The mere 
fact that references can be combined or modified does not render 
the resultant combination obvious unless the prior art also 
suggests the desirability of the combination. Here, the Patent 
Office has failed to provide the requisite motivation for the 
combination. Further, since neither Santora et al . nor Greenberg 
et al . disclose ringing gel compositions, Applicants respectfully 
submit that there would not be a reasonable expectation that the 
ingredients taught by Santora et al . , Marin, and Greenberg et al . 
could successfully be incorporated into ringing gel compositions. 

Accordingly, Applicants respectfully submit that the Patent 
Office has failed to establish a prima facie case of obviousness 
for the following reasons: (1) there is no suggestion or 
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motivation in any of the references relied upon by the Patent 
Office to modify the compositions of Herman as suggested by the 
Patent Office; (2) even if one of ordinary skill in the art was 
somehow motivated to incorporate the ingredients taught by 
Greenberg et al . , Santora et al . and Marin into the Herman 
ringing gel compositions, there is nothing in the teachings of 
Greenberg et al . , Herman, Marin or Santora et al . , taken alone or 
in combination, that would provide a reasonable expectation that 
such a modification of the Herman ringing gel compositions would 
be successful; and (3) even if the references were combinable as 
suggested by the Patent Office, all the claim limitations are not 
taught or suggested since none of the references teach or suggest 
Applicants' claimed method of depositing a benefit agent on a 
keratinous surface. Accordingly, Applicants respectfully request 
that this rejection be withdrawn. 

Claims 1, 18 and 19 stand rejected under 35 U.S.C. §103 as 
being obvious over Herman in view of Piechota . The Patent Office 
relies upon Piechota for teaching a method for treating acne and 
the specific oil phase recited by claims 18 and 19. Piechota 
relates to topical compositions, which can be applied as a 
relatively low viscosity flowable liquid and which will quickly, 
upon contact with the warm surface of an animal, turn into a 
relatively high viscosity, essentially non- flowable , gel. 
Accordingly, the compositions taught by Piechota are distinct 
from the ringing gel compositions disclosed by Herman. Indeed, 
Piechota specifically teaches the disadvantages of compositions 
in the form of a gel prior to use. See col. 1, line 14 - col. 2, 
line 15. 
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It is the Patent Office's position that it would have been 
obvious to one of ordinary skill in the art "to have modified the 
Herman's composition by adding retinoids or antimicrobial agents 
and used it to treat acne, as taught by Piechota, because of the 
expectation of successfully producing a rining gel composition 
that may be used for acne treatment." Applicants respectfully 
traverse. Why would one of ordinary skill in the art be 
motivated to incorporate the anti-acne ingredients taught by 
Piechota into the ringing gel compositions taught by Herman when 
Piechota specifically teaches the disadvantage of compositions 
that are in the form of gels prior to use when applying active 
ingredients to humans and animals? 

The Patent Office states that Piechota discloses ringing gel 
compositions. Applicants respectfully disagree. References must 
be considered in their entirety. Clearly, Piechota is directed 
to compositions that are not in gel form until after applied to a 
desired situs. See, for example, col. 2, lines 11-15. 

Applicants have pointed out that the only disclosure in Piechota 
of ringing gels is at col. 3, lines 59-66. Here, Piechota is 
evaluating the effect of different poloxamers . Specifically, 
Piechota teaches that Pluronic F127 has the ability to form a 
ringing gel and as such "would not lead one skilled in the art to 
employ Pluronic F12 7 to meet the objects of this invention in 
that such teachings are totally inimical to the objects of this 
invention; it is taught that the result is a gelled solution at 
room temperature i.e. one that cannot be filled, stored or 
dispensed as a flowable liquid ." See col. 3, line 66- col. 4, 
line 5 (emphasis added) . Clearly, Piechota teaches away from 
compositions in the form of a gel prior to use. 
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The Patent Office argues that "the disadvantage of using 
poloxamers is irrelevant in adding acne agents or antibacterial 
agents into the rining gel of Herman for topical use" and that 
"the specific types of poloxamers referred by Piechota, Poloxamer 
407, is neither a required limitation in instant claims or 
disclosed in Herman." Applicants respectfully submit that the 
Patent Office has misunderstood Applicants' arguments. 
Applicants have pointed to this Example as evidence that Piechota 
teaches that compositions for topical application in the form of 
gels prior to use are not desirable due to flow problems. 
Clearly, one of ordinary skill in the art, armed with the 
disclosure of Piechota, would expect that the gel compositions 
taught by Herman would not be useful for delivering active 
ingredients, such as anti-acne agents, due to the fact that they 
are in the form of a gel. Thus, Piechota fails to provide the 
requisite motivation for incorporating an ant i -acne active into 
the compositions of Herman. Indeed, Piechota specifically 

teaches away from such a modification due to flow problems. 
Accordingly, one of ordinary skill in the art would not have been 
motivated to combine the teachings of Piechota with the teachings 
of Herman. Applicants, therefore, respectfully request that this 
rejection be withdrawn. 
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For the above reasons , Applicants respectfully request that 
the rejections of record be reversed and that all claims on appeal 
be allowed. 



Johnson & Johnson 
One Johnson & Johnson Plaza 
New Brunswick, NJ 08933-7003 
(732) 524-2826 
November 10, 2 0 03 



Respectfully submitted, 




Tfeg . No . 
Attorney for Applicant 
Filed under Rule 1.34(a) 
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APPENDIX 



9) Claims on Appeal 

. A method of depositing a benefit agent on a keratinous 
surface, said method comprising topically applying to said 
surface an effective amount of a ringing gel composition 
comprising (a) a surfactant phase ; (b) an oil phase; and (c) 
a benefit agent; wherein the benefit agent is selected from 
the group consisting of vasoconstrictors, collagen enhancers, 
ant i -edema agents, depigmentation agents; reflectants; 
detangling/wet combing agents; film forming polymers; 
humectants; antimicrobial agents; allergy inhibitors; anti- 
acne agents; ant i -aging agents; anti -wrinkling agents, 
antiseptics; analgesics; antitussives; antipruritics; local 
anesthetics; anti-hair loss agents; hair growth promoting 
agents; hair growth inhibitor agents; antihistamines; 
antiinf ectives ; inflammation inhibitors ; anti-emetics ; 
anticholinergics; vasodilators; wound healing promoters; 
peptides, polypeptides and proteins; deodorants and anti- 
perspirants; medicament agents; skin emollients and skin 
moisturizers; skin firming agents, hair conditioners; hair 
softeners; hair moisturizers; vitamins; tanning agents; skin 
lightening agents; antifungals; depilating agents; shaving 
preparations; external analgesics; perfumes; fragrances ; 
counterirritants ; hemorrhoidals; insecticides; poison ivy 
products; poison oak products; burn products; anti- diaper 
rash agents; prickly heat agents; make-up preparations; 
vitamins; amino acids and their derivatives; herbal extracts; 
retinoids; flavenoids; sensates; anti-oxidants ; skin 
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conditioners; hair lighteners; chelating agents; cell turnover 
enhancers; coloring agents; pigments; sunscreens and mixtures 
thereof . 

2. A method according to claim 1, wherein the surfactant phase 
comprises at least one amphoteric surfactant, at least one 
nonionic surfactant and at least one anionic surfactant. 

3. A method according to claim 2, wherein: 

(a) the amphoteric surfactant is selected from alkyl 
amphocarboxylates , alkyl betaines, amidoalkyl betaines, 
amidoalkyl sultaines, alkyl amphophosphates , alkyl 
phosphobetaines, alkyl pyrophosphobetaines , alkyl 
sulf obetaines , carboxyalkyl alkyl polyamines, and mixtures 
thereof ; 

(b) the nonionic surfactant is selected from alcohol 
ethoxylates, alkyl phenol ethoxylates, fatty acid 
ethoxylates, fatty acid monoalkylolamide ethoxylates, 
fatty alcohol propoxylates , fatty amine alkoxylates, 
fatty . acid glyceryl ester ethoxylates, and mixtures 
thereof ; 

(c) the anionic surfactant is selected from alkyl sulfates; 
alkyl ether sulfates; alkyl monoglyceryl ether sulfates; 
alkyl monoglyceride sulfates; alkyl monoglyceride 
sulfonates; alkyl sulfonates; alkylaryl sulfonates; alkyl 
sulf osuccinates ; alkyl ether sulf osuccinates ; alkyl 
sulf osuccinamates ; alkyl amidosulf osuccinates ; alkyl 
carboxylates ; alkyl ether carboxylates ; alkyl 
amidoethercarboxylates ; alkyl succinates; fatty acyl 
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sarcosinates ; fatty acyl amino acids; fatty acyl 
taurates; fatty alkyl sulf oacetates ; alkyl phosphates; 
alkyl isethionates , and mixtures thereof. 

4. A method according to claim 1, wherein the oil phase has an 
HLB raging from about 3 to about 18. 

5. A method according to claim 4, wherein the oil phase has an 
HLB ranging from about 8 to about 11. 

6. A method according to claim 1, wherein the oil phase is 
selected from the group consisting of mineral oil, silicone 
oil, perf luorocarbons , alkyl esters and mixtures thereof. 

7. A method according to claim 1, wherein the oil phase has a 
viscosity ranging from about 1 to about 500 centistokes. 

8. A method according to claim 6, wherein the viscosity ranges 
from about 10 to about 100 centistokes. 

9. A method according to claim 1, wherein said composition 
comprises (a) from about 60 to about 95% by wt . of the 
surfactant phase, based on the total composition; and (b) from 
about 5 to about 4 0% by wt . of oil the phase , based on the 
total composition. 
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11. A method according to claim 1, wherein said composition 
comprises from about 20 to about 70 wt. % water, based on the 
total composition. 

12. A method according to claim 11, wherein said composition 
comprises from about 20 to about 50 wt. % water, based on the 
total composition. 

13. A method according to claim 1, wherein the amount of 
surfactant in the composition ranges from about 10 to about 50 
wt%, based on the total composition. 

14. A method according to claim 13, wherein the amount of 
surfactant ranges from about 2 0 to about 45 wt. %, based on the 
total composition . 

15. A method according to claim 1, wherein the benefit 
agent is present at from about 0.01 to about 10 wt.%, based on 
the total composition. 

16. A method according to claim 1, wherein said keratinous 
surface is selected from the skin, hair, and/or nails of a 
human or animal . 

17. The method according to claim 1, wherein the 
composition is in the form of a gel, a bath, a wash, a mousse, a 
shampoo, a rinse, a lotion, a cream, a wipe, a brush, a sponge, 
or a spray. 



- 17 - 



18. A method for treating acne of a mammal comprising 
topically applying, to the affected area of the skin, an 
effective amount of ringing gel composition comprising (a) a 
surfactant phase; (b) an oil phase; and (c) an anti-acne agent. 

19. The method of claim 21, wherein the ant i -acne agent is 
selected from the group consisting of benzoyl peroxide, retinol, 
elubiol, antibiotics, salicylic acid, and mixtures thereof. 

20. A method of cleansing and delivering a benefit agent to 
hair, skin or nails of a mammal, comprising topically applying to 
a desired location an effective amount of a ringing gel 
composition comprising (a) a surfactant phase; (b) an oil phase; 
and (c) a benefit agent; wherein the benefit agent is selected 
from the group consisting of vasoconstrictors, collagen 
enhancers, anti -edema agents, depigmentation agents; reflectants; 
detangling/wet combing agents; film forming polymers; humectants; 
antimicrobial agents; allergy inhibitors; anti-acne agents; anti- 
aging agents; anti -wrinkling agents, antiseptics; analgesics; 
antitussives; antipruritics; local anesthetics; anti-hair loss 
agents; hair growth promoting agents; hair growth inhibitor 
agents; antihistamines; antiinf ectives ; inflammation inhibitors; 
ant i -emetics ; anticholinergics; vasodilators; wound healing 
promoters; peptides, polypeptides and proteins; deodorants and 
anti-perspirants ; medicament agents; skin emollients and skin 
moisturizers; skin firming agents, hair conditioners; hair 
softeners; hair moisturizers; vitamins; tanning agents; skin 
lightening agents; antifungals; depilating agents; shaving 
preparations; external analgesics; perfumes; fragrances; 
counterirritants ; hemorrhoidals; insecticides; poison ivy 
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products; poison oak products; burn products; anti- diaper rash 
agents; prickly heat agents; make-up preparations; vitamins; 
amino acids and their derivatives; herbal extracts; retinoids; 
f .lavenoids; sensates; ant i -oxidant s ; skin conditioners; hair 
lighteners; chelating agents; cell turnover enhancers; coloring 
agents; pigments; sunscreens and mixtures thereof. 
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by Farid Sadik 

iaper rash and prickly heat are 
acute inflammatory skin condi- 
tions that afflict infants and young 
children. The skin of infants is thin- 
ner, less firm and more tender than of 
the adults. It is not adjusted to exter- 
nal life and is susceptible to inflamma- 
tion. Due to burning and itching, 
children become restless and sleep is 
interrupted by crying episodes. Al- 
though these conditions are bother- 
some and annoying, they can be pre- 
vented and treated. 

Diaper Rash 

Diaper rash is an acute, superficial 
inflammatory dermatitis which is fre- 
quent during the diaper wearing 
period. It is characterized by erythe- 
matous papules, maceration and chaf- 
ing; the skin is sensitive and painful 
when touched. The sites of inflamma- 
tion are the buttocks, groins and inner 
thighs and folds of joints. This afflic- 
tion is caused by one or a combination 

of factors 

1. Sweat retention — The frequency 
of normal urination ranges from one 
to 20 times daily for infants up to two 
months old, and one to eight times 
daily for two-month to two-year-old 
children. 1 If the wet and fecal- 
soiled diaper is not soon exchanged 
with a fresh dry one the diaper region 
of the skin will remain in contact with 
^moisture causing the skin, the Stratum 
icorneum, to become waterlogged. 
; This results in blockage of the orifices 
; of the sweat ducts by keratinous plugs 
and results in sweat retention which 
may cause erythematous papules. 

2. Ammonia — The production of 
ammonia by urea-splitting bacteria is 
the most widely accepted theory for 
the causation of diaper rash. Early in 
this century investigators recognized 



ammonia as the causative factor of di- 
aper rash, but none explained the ori- 
gin of the ammonia. 2 - 3 In 1921, 
Cooke attributed the production of 
ammonia to urea-splitting bacteria 
which he isolated from the stools of 
every child in a group of 31 cases of 
diaper rash. 4 He named the organism 
Bacillus ammoniagenes and described 
it as an aerobic, non-motile gram-posi- 
tive bacillus. It is a saprophyte but 
has the ability to ferment urea to pro- 
duce ammonia — 



The products shown above through the cour- 
tesy of the Henry B. Gilpin Company are for 
illustrative purposes only. 

children the rubbing of the skin folds 
can cause trauma. 

Feces, urine and soap can act as pri- 
mary irritants when the skin remains 
exposed for a relatively long time. Ir- 
ritation of the anal region is more pro- 
nounced in infants who have frequent 
loose stools or suffer from diarrhea. 
Feces remaining between the skin 
folds, if not removed by thorough 
cleansing, will cause chafing of the 
skin. The use of strong soap for bath- 
ing babies as well as for washing dia- 



CO(NH 2 ) 2 +2HoO^±(NH 4 ) 2 CO a ^±2NH 3 + H 2 0 + C0 2 



Cooke went a step further and 
proved experimentally that diaper rash 
was caused by the ammonia and not by 
the bacteria itself. 

Ammonia causes dermatitis because 
it raises the pH of the skin and be- 
cause it saponifies the natural oils of 
the skin. The defatted skin becomes 
easily affected by the irritating influ- 
ence of ammonia. Ammoniacal dia- 
per rash can be diagnosed by the pun- 
gent, ammoniacal odor of the diaper 
and by the erythematous papules pres- 
ent mainly over the buttocks and the 
inner surface of the thighs. 

3. Mechanical and chemical irri- 
tants — Mothers often have the tenden- 
cy to have the infant's diapers pinned 
tightly and usually have the diaper 
covered with plastic pants. This pre- 
vents mothers from knowing when the 
child is wet and prolongs contact of 
urine and ammonia with the skin. It 
also increases humidity and heat in the 
diaper area because plastic keeps air 
away from the skin. Trauma can be 
caused by the constant rubbing of the 
urine soiled diapers and by the elastic 
edges of the plastic pants. In chubby 



pers may cause irritation, especially in 
babies who have sensitive skin. Fail- 
ure to remove and rinse the soapy so- 
lution from between the skin folds and 
from diapers can aggravate the condi- 
tion. 

4. Secondary infections — Cutaneous 
infection of the diaper region is usually 
a sequel of untreated dermatitis caused 
by sweat retention, ammonia, mechani- 
cal and chemical irritants. Humidity, 
temperature, feces and the warm urine- 
soaked diaper make a good environ- 
ment and fertile media for the devel- 
opment and multiplication of a variety 
of infections caused by fungi and bac- 
teria. 

Fungal infection of the diaper re- 
gion is caused most commonly by 
Candida albicans which is a sapro- 
phyte and regular inhibitant of the 
gastro-intestinal tract. The stool is the 
main source for a candidal diaper 
rash. It is characterized by the erup- 
tion of lesions on the groins, axilla, in- 
tergluteal fold and lower abdomen. 
The lesions are eroded, weeping and 
surrounded by satellite pustules. 

Bacterial infection that affects the 
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diaper region is usually caused by 
Staphylococci. The infection is char- 
acterized by the appearance of vesicles, 
bullae and pustular and crusted lesions 
on the already inflamed diaper re- 
gion of the skin. 

Diaper rash also may accompany 
other dermatologic eczema, seborrheic 
dermatitis or systemic disease. 

Prickly Heat 

Prickly heat — also known as heat 
rash — is an acute dermatitis frequent 
in infants. It erupts as a consequence 
of sweat retention resulting from the 
occlusion of the orifices of sweat 
ducts. It mostly occurs during hot, 
humid weather but can erupt when 
children are overclothed and overcov- 
ered in their cribs or when the temper- 
atures of their bedroom and playroom 
are too warm. Prickly heat is charac- 
terized by pinpoint erythematous 
papulo-vesicles that provoke burning 
and itching. The parts of the body in- 
volved are the neck, shoulders, chest, 
back and skin folds. 

Diaper Rash, Prickly Heat Treatment 

The management of diaper rash and 
prickly heat can be achieved by pro- 
phylactic and active treatments. 

Prophylactic treatment can be at- 
tained by eliminating the causative 
factors. The pharmacist can play an 
important role in keeping mothers who 
come for advice well informed of the 
causes and how to prevent them from 
occurring. Mothers should be aware 
of the fact that the indiscriminate use 
of medications as the only way of 
treatment is erroneous. The reliance 
on drugs alone cannot prevent or stop 
diaper rash or prickly heat. Indeed, 
they may hypersensitize the skin or in- 
duce therapeutic dermatitis. Thus, 
the condition is causing the skin to 
become more vulnerable to secondary 
infections. 

From questioning mothers, the 
pharmacist can recognize the cause of 
the condition. Beside explaining the 
steps that must be taken to prevent di- 
aper rash and prickly heat, he can rec- 
ommend several products to fit the 
child's condition. However, should 
the pharmacist recognize the presence 
of infections or should the rash persist 
a physician must be consulted. The 
persistence of rash may be a signal to 
secondary infections or a symptom of 
other disease that need to be diagnosed 
by the physician. 

The prevention of diaper rash has 
first importance. It is the responsibili- 
ty of mothers to anticipate and fore- 
stall it. The diaper should be changed 
as soon as it is soiled and at regular in- 
tervals. Diapers should be made of 
unabrasive material and should be 
loosely pinned to prevent rubbing the 



skin which results in trauma. Plastic 
pants should be used as little as possi- 
ble, and their use at night must be en- 
tirely eliminated. In addition to the 
usual daily bath, the diaper region has 
to be cleansed after every diaper- 
change to remove bacterial contamina- 
tion and fecal remainings. The appli- 
cation of mild ointment or dusting 
powder is recommended after the 
thorough cleansing of the diaper area. 
Mild soap should be used for cleansing 
as well as for bathing. Skin folds, 
which entrap sweat and feces, should 
be cleansed thoroughly and then rinsed 
with water to insure complete removal 
of soapy solution. Gentle and thor- 
ough drying of the diaper region as 
well as skin folds is important for 
keeping the skin free of excessive 
moisture. 

For treating ammoniacal diaper 
rash it is essential to inhibit the urea- 
splitting bacteria. This can be de- 
terred by using antiseptic diaper rinse. 
The soiled diapers are washed with 
mild detergent and warm water. 
After rinsing, the diapers are soaked in 
an antiseptic solution such as methyl- 
benzethonium chloride or benzalko- 
nium chloride for a few minutes, 
wrung out lightly and allowed to dry. 
Benzalkonium chloride is available as 
ten percent concentrate and methyl- 
benzethonium chloride is available as 
six percent granules. The concentrat- 
ed solution of benzalkonium chloride 
should be diluted before use by adding 
one teaspoonful to two quarts of warm 
water. The methylbenzethonium 
chloride solution is prepared by adding 
one level teaspoonful to two quarts of 
warm water. When a washing ma- 
chine is used the diapers are left in the 
machine after being washed and 
rinsed. The prepared antiseptic solu- 
tion is added to the diapers, allowed to 
soak for a few minutes and then spun 
dry f A good method of eliminating 
the urea-splitting bacteria is to boil the 
. cleansed, rinsed diapers for several 
minutes. 

Mothers frequently store the used 
diapers in a diaper pail until such time 
as a number have accumulated. In 
order to keep odor down and inhibit 
bacteria multiplication it is recom- 
mended that a quaternary ammonium 
chloride solution be added to the dia- 
per pail. 

The prevention of prickly heat con- 
sists of eliminating the offending fac- 
tor, namely overheating. Overcloth- 
ing, as well as overcovering babies, 
must be avoided. Light clothing and 
covering is recommended to allow air 
to reach the skin. During hot weather 
the frequent removal of clothes for 
relatively short periods is helpful in 
keeping the skin dry. Air condition- 
ing the baby's bedroom and playroom 
helps to lower humidity and tempera- 



ture. Sweat can be reduced by fre- 
quent bathing and the judicious use of 
bland dusting powder. 

Active treatment of diaper rash and 
prickly heat should be based on the 
condition of the individual case. Use- 
ful products can be classified as pro- 
tectants, agents to promote healing, 
antiseptics, antifungal and anti-inflarn- 
matory agents. 

Protectants — Zinc oxide is a popu- 
lar ingredient in many preparations 
used in treatment of diaper rash and 
prickly heat. It is generally accepted 
as a material which is protectant with 
mild astringent and weak antiseptic 
properties. When applied topically it 
is relatively non-toxic. 

Purified talc, which is a native hy- 
drous magnesium silicate, is used ex- 
tensively in dusting powders either 
alone or in combination with other 
medications. It allays irritation, pre- 
vents chafing of the skin and has the 
ability to absorb sweat. Talc is unctu- 
ous and adheres well to skin. Inhala- 
tion of zinc oxide and talc by infants 
could be dangerous. Consequently, 
mothers should exercise caution when 
dusting powder is applied to the in- 
fant's body. Magnesium stearate is 
included in formulation of some baby 
powders because it is unctuous, ad- 
heres to skin and acts as mechanical 
barrier to irritants. 

Corn starch is used in dusting pow- 
der* In addition to acting as a pro- 
tective it is a good sweat absorbant 
Colloidal oatmeal is employed in dif-, 
ferent formulations for its soothinf 
and protective action. It allays irrita; 
tion and itching. 

Agents to promote healing — Among 
the compounds used for this purpose] 
are peruvian balsam, cod liver oil, and- 
vitamins A and D. At one time thej. 
use of peruvian balsam was common* 
but its popularity dropped considera- 
bly because its continued use ma))' 
cause sensitization and because of tite 
availability of more effective products! 
It also stains linen, diapers, and clothes.: 
By virtue of the esters of benzoic acid| 
and cinnamic acid it has a mild bac| 
teriostatic activity. It is stated tha| 
it promotes the growth of epithelialj 
cells. 3 f 
Preparations containing cod liver oil' 
and vitamins A and D have been if 
use for quite some time for treating in 
flammation of the skin, burns and dia 
per rash. It is reported in older litera 
ture that these preparations promote 
healing and stimulate granulation,' 
however, it is difficult to substantiate 
this in modern literature. 

Antiseptics — Secondary infection 
caused by Staphylococci usually re- 
spond to local treatment with neomy- 
cin, bacitracin and polymixin B sul- 
fate. In addition to antibiotics many 
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Examples of O-T-C Diaper Rash and Prickly Heat Remedies 



Product 



A and D Ointment 



A and D Cream 



Ammens Medicated Powder 



Ammorid Dermatologic Ointment 



Ammorid Diaper Rinse 



Aveeno Baby Powder 



Manufacturer 



White 



White 



Bristol Myers 



Kinney 



Kinney 



Dosage Form 



Ointment 



Cream 



Powder 



Ointment 



Ingredients 



Vitamin A* 
Vitamin D* 

Petrolatum-lanolin base* 



Hexachlorophene* 
Vitamin A* 
Vitamin D* 
Lanolin* 



Zinc oxide* 

8-Hydroxyquinoline* 

Boric acid* 

Starch* 

Tate* 

Aromatic oils* 



Zinc oxide* 

Benzethonium chloride* 
Lanolin* 



Powder 



Cooper 



Powder 



Aveeno Bar 



Aveeno Colloidal Oatmeal 



Aveeno Ointment 



Baby Ointment 



Bab-Eze Pediatric Creme 



Cooper 



Cooper 



Cooper 



Soap bar 



Powder 



Ointment 



Massengill 



Balmex Baby Powder 



Balmex Ointment 



AVP 



Macsil 



Macsil 



Ointment 



Cream 



Methylbenzethonium chloride* 
Disodium salt of EDTA* 



Colloidal oatmeal* 
Hexachlorophene 0.25% 
Zinc oxide* 

Parachlorometaxylenol 0.25% 



Colloidal oatmeal, over 50% 
Mild sudsing agent (soap free)* 
Hypo-allergenic lanolin* 
Hexachlorophene 2% 



Oatmeal derivatives* 



Colloidal oatmeal* 
Zinc oxide* 
Hexachlorophene* 



Aluminum hydroxide* 

Zinc oxide* 

Boric acid* 

Benzoin* 

Balsam tolu* 

Storax* 

Phenol* 

Lanolin-petrolatum base* 



L-leucine* 

L-isoleucine* 

L-methionine* 

L-phenylalanine* 

L-tyrosine* 

DL-methionine* 

Cysteine hydrochloride* 

Benzethonium chloride* 

Talc* 



Powder Zinc oxide* 

Purified peruvian balsam* 
Talc* 
Starch* 

Calcium carbonate* 



Ointment 
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Caldesene Medicated Powder 



Crookes- Barnes 



Cream 



Vitamin A* 
Vitamin D* 
Zinc oxide* 

Purified peruvian balsam* 
Bismuth subnitrate* 
Base containing silicone* 



Burroughs Wellcome 



'intment 



WTS 



WTS 



Ointment 



Powder 



Ointment 



Zinc oxide* 

Hexylresorcinol* 

Chlorothymol* 

Calamine* 

Starch* 

Silicone* 



Boric acid 5% 
Lanolin* 



Calcium undecylenate 15% 
Talc* 



Calcium undecylenate 15% 
Water washable base 



{continued on page 22) 
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Examples of O-T-C Diaper Rash and Prickly Heat Remedies (continued) 



Product 

Comfort Powder 



Comfortine 



Desitin Baby Lotion 



Desitin Ointment 



Desitin Powder 



Desitin Soap 



Diapakare Baby Powder 



Diaparene Baby Lotion 



Diaparene Ointment 



Diaparene Diaper Rinse 



Diaparene Peri- Anal Creme 



Diaper Rash Baby Cream 



Diaper-Sil Creme 



Diaprex Ointment 



Hollandex 



Johnson's Baby Cream 



Diaparene Baby Powder 



Manufacturer 

Parke-Davis 



Rorer 



Leeming 



Leeming 



Leeming 



Leeming 



Canfield 



Breon 



Breon 



Breon 



Breon 



Breon 



Holland-Rantos 



Roerig 



Dosage Form 
Powder 



Ointment 



Lotion 



Ointment 



Powder 



Soap bar 



Powder 



Moss, Belle Chemists 



Holland-Rantos 



Johnson and Johnson 



Lotion 



Powder 



Ointment 



Granules 



Cream 



Cream 



Cream 



Ointment 



Ointment 



Cream 



Ingredients' 

Dried potassium alum 1.5% 
Magnesium carbonate 0.3 % 
Salicylic acid 0.5% 
Phenol, not more than 0.25% 
Talc* 

Corn starch* 



Zinc oxide 2% 
Calamine 3 % 
Boric acid 2% 
Lanolin* 



Liquid lanolin* 
Hexachlorophene* 
Vitamin A* 
Vitamin E* 
Cleansing emulsifier* 
Wetting agent* 

Cod liver oil* 
Zinc oxide* 
Talc* 

Petrolatum* 
Lanolin* 



Cod liver oil* 
Zinc oxide* 
Talc* 

Magnesium oxide* 
Hexachlorophene* 



Hexachlorophene, over 2% 
Natural oils* 



Diaphen* 
Corn starch* 
-Sodium bicarbonate* 



Methylbenzethonium chloride 1 : 1500 
Oxycholesterin absorption base 



Methylbenzethonium chloride 1 : 1800 
Com starch* 
Magnesium carbonate* 



Methylbenzethonium chloride 1 :1000 

Petrolatum* 

Glycerin* 



Methylbenzethonium chloride 6 % 



Methylbenzethonium chloride 1 : 1000 
Cod liver oil* 
Water repellent base 



Hexachlorophene* 
Vitamin A* 
Vitamin D* 
Mineral oil* 
Lanolin* 
Zinc oxide* 

Methyl and propyl paraben* 
Silicone* 



Benzalkonium chloride* 
Panthenol* 

Dimethylpolysiloxane* 



Balsam of Peru* 
Boric acid* 
Zinc oxide* ^ 
Zinc stearate* 
Water resistant base 



Cod liver oil* 
Hexachlorophene* 
Zinc oxide* 
Silicone* 
. Lanolin* 



Mineral oil* 
Paraffin* 
Lanolin* 
White beewax* 
Ceresin* 



(continued on page 



Examples of O-T-C Diaper Rash and Prickly Heat Remedies (continued) 





k.'l?^^^^^ Product 


Manufacturer 


Dosage Form 


Ingredients 




fc- Tnhnsdn's Baby Lotion 


Johnson and Johnson 


Lotion 


Hexachlorophene* 

1V1 UU1 11CU la UUl i 1 1 




|:' T Johnson : rBaby Oil 


Johnson and Johnson 


Lotion 


Mineral oil* 
Lanolin* 




f.^lSInson^sBaby Powder 


Johnson and Johnson 


Powder 


Talc 




v j 0 hnson's Medicated Powder 


Johnson and Johnson 


rOWUCl 


Hexachlorophene* 

Bentonite* 

Kaolin* 

Talc* 

Zinc oxide* 










- 


Melynor Diaper Rash Ointment 


Davies, Rose-Hoyt 


Ointment 


Peruvian balsam 2% 
Zinc oxide 10% 
Petrolatum* 
Pure beewax 
Anhydrous wool fat* 




Mennen Baby Magic Bath 


Mennen 


Lotion 


Hexachlorophene* 


j;. Mennen Baby Magic Cleansing 


Mennen 


Lotion 


Mineral oil* 
Lanolin* 




• Mennen Baby Magic Lotion 


Mennen 


Lotion 


Lanolin* 
Refined sterols* 
iVietnyiDenzetnoniuni liuuhuc 




"^Mennen Baby Magic Powder 


Mennen 


Powder 


Methylbenzethonium chloride* 
Talc* 


\ Mennen Baby Powder 


Mennen 


Powder 


Methylbenzethonium chloride* 

Magnesium stearate* 

Talc* 




' Methakote Pediatric Creme 


Borden 


Cream 


L-leucine* 

L-isoleucine* 

L-methionine 


. : 1 500 
I : 1800 


\ 






L-phenylalanine* 

L-tyrosine* 

DL-methionine* 

Cysteine* 

Talc* 

Benzethonium chloride* 


1 : 1000 


Mexsana Medicated Powder 


Plough 


Powder 


Hexachlorophene* 
Corn starch* 

T(T a r\ 1 i n * 
iv a u 1 1 1 1 

Camphor* 


6% 








Zinc oxide* 

Oil of eucalyptus* 


1 : 1000 


'■■ Mexsana Skin Cream 


Plough 


Cream 


Camphor* 

Menthol* 

Oil of eucalyptus* 

Oil of cloves* 

Carbolic acid* 

Lanolin* 












Oilatum Soap 


Stiefel 


Soap bar 


Polyunsaturated vegetable oil 7.5% 




< Ola f sen 


Walgreen 


Ointment 


Cod liver oil* 
Vitamin A* 
Vitamin D* 




I pHisoHex 


Winthrop 


Emulsion 


HpYarhlnrnnhene 3 

Sodium octylphenoxyethyl ether sulfonate 

Lanolin cholesterols* 

Petrolatum* 




> Rexall Baby Talc 


Rexall 


Powder 


Talc 




{ Roccal 


Winthrop 


Solution 


Benzalkonium chloride 10% 




t ■ 

; Soyaloid 


Dome 


Powder 


Colloidal soya complex (52% colloidal pro- 
tein) with polyvinyl pyrrolidone 2 % 












\ St. Joseph Baby Powder 


Plough 


Powder 


Corn starch* 
Hexachlorophene* 
Benzethonium chloride* 
Orthophenylphenol* 


tinned on page 


; St. Joseph Baby Lotion 

j" 

2J 


Plough 


Lotion 


Hexachlorophene* 

Methylphenylpolysiloxane* 

Cetyl alcohol* 

Mineral oil* 

Allantoin* 

(continued on page 24) 
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Examples off Q-T-C Diaper Rash and Prickly Meat Remedies (continued) 



Product 



Taloin 



Tucks Cream 



Tucks Ointment 



Manufacturer 



Warren-Teed 



Fuller 



Fuller 



Z.B.T. Baby 



Zincofax Cream 



Zinc Oxide Paste USP 



Zinc Oxide Paste with Salicylic Acid NF 



Zinc Oxide Ointment USP , 



Quantitative statement not provided. 



Glenbrook 



Burroughs Wellcome 



(Unspecified) 



(Unspecified) 



(Unspecified) 



Dosage Form 



Ointment 



Cream 



Ointment 



Powder 



-f" AN 



Ingredients 

Methylbenzethonium chloride* 

Calamine* 

Zinc oxide* 

Eucalyptol* 

Silicone base* 



Vitamin A* 
Vitamin D* 
Witch hazel 50%. 
Washable base 



Vitamin A* 
Vitamin D* 
Witch hazel 50% 
Non-washable base 



Cream 



Paste 



Paste 



Ointment 



Talc* 

Mineral oil* 
Magnesium stearate* 



Zinc oxide 15 % 
Petrolatum-lanolin base 



Zinc Oxide 25% 

Starch 25% 

White petrolatum 50% 



Salicylic acid 2% 

Zinc oxide paste USP 98% 



Zinc oxide 20% 
Liquid petrolatum 15% 
White ointment 65 % 
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other medications have been used to 
combat bacterial infection. 

Hexachlorophene is widely used in 
soaps, ointments, creams and skin lo- 
tions in concentration ranging from 
one percent to three percent for pro- 
phylactic and active treatment. It is 
more effective against gram-positive 
than gram-negative bacteria. The an- 
tibacterial activity of hexachlorophene 
is not affected by the presence of soap. 

Quaternary ammonium chloride 
compounds are often used as a compo- 
nent of dermatological preparations 
for treating diaper rash and prickly 
heat in addition .to prophylactic use. 
They are fast-acting and effective ger- 
micides as well as surface-active 
agents. However, because they are in- 
compatible with soap their germicidal 
activity is reduced. Elimination of 
soap contaminations from diapers as 
well as skin is important for gaining 
the germicidal activity. 

Boric acid has been used extensively 
for treatment of a variety of skin disor- 
ders including diaper rash and prickly 
heat. It is used in ointments and dust- 
ing powders either alone or in combi- 
nation with other ingredients because 
of its purported mild bacteriostatic 
and fungistatic activity. Its use, how- 
ever, has decreased considerably be- 
cause its toxic effects have been recog- 
nized. It has been established that 
when it is applied topically to a large 
area of broken skin or a weeping sur- 



face the absorption of boric acid will 
take place resulting in boric acid poi- 
soning which in many cases proved to 
be fatal. 7 

Antifungal agents — Mystatin, am- 
photericin B are effective in the topi- 
cal treatment of cutaneous candidiasis. 
All cases of candidal diaper rash treat- 
ed with dusting powder consisting of 
100,000 units of nystatin per gram of 
talc responded well. 8 A two percent 
amphotericin ointment cured 12 out 
of 15 cases of candidal diaper 
dermatitis. 9 Hydroxyquinoline is em- 
ployed topically for its antibacterial 
and antifungal action. Calcium unde- 
cylenate is employed mainly as anti- 
fungal agent. 

A nti-inflammatory agents — Steroids 
are the drugs of choice to combat in- 
flammation associated with dermatitis. 
The therapeutic effect of antibacterial 
and antifungal agents is enhanced 
when combined with steroids. 10 

Conclusion 

The pharmacist can serve— in his 
capacity as a member of the health 
team— those who seek his advice. He 
should be available for reliable infor- 
mation concerning elimination of the 
conditions predisposing diaper derma- 
titis and prickly heat. Prevention of 
these afflictions is the first and most 
important step toward attaining suc- 
cessful treatment. Recommendation 
of the use of a specific product must 



come after the condition has been de£ 0 f 
termined because each diaper dermatij. ana 
tis requires specific designation an|: p ro 
appropriate therapy. The pharmacist^ j nt( 
however, should refer his clients to | ing 
physician if there is any probability of.; p i a 
complications. 0 p thii 
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Administration Order 7400. 9K, Airspace 
Designations and Reporting Points, 
dated August 30, 2002, and effective 
September 16, 2002, is amended as 
follows: 

Paragraph 6002 Class E Airspace Designated 
as Surface Areas. 
***** 

ASO MS E2 Elizabeth City, NC [Corrected] 

Elizabeth City CGAS/Regional Airport, NC 
(Lat. 36°15'38"long. 76°10'29") 
That airspace extending upward from the 

surface within a 4.1 -mile radius of the 

Elizabeth City CGAS/Regional Airport. 

***** 

Issued in College Park, Georgia, May 28, 
2003. 

Walter R. Cochran, 

Acting Manager, Air Traffic Division, 
Southern Region. 

[FR Doc. 03-14071 Filed 6-3-03; 8:45 am] 
BILLING CODE 4910-1VM 



DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Administration 

21 CFR Parts 310, 347, and 352 
[Docket Nos. 78N-0021 and 78N-021P] 
RIN 0910-AA01 

Skin Protectant Drug Products for 
Ov r-the-Counter Human Use; Final 
Monograph 

AGENCY: Food and Drug Administration, 
HHS. 

ACTION: Final rule. 

SUMMARY: The Food and Drug 
Administration (FDA) is issuing a final 
rule in the form of a final monograph 
establishing conditions under which 
over-the-counter (OTC) skin protectant 
drug products are generally recognized 
as safe and effective and not misbranded 
as part of the ongoing review of OTC 
drug products conducted by FDA. The 
final monograph includes OTC skin 
protectant drug products for minor cuts, 
scrapes, burns, chapped skin and lips, 
poison ivy, poison oak, poison sumac, 
and insect bites. FDA is issuing this 
final rule after considering public 
comments on the agency's proposed 
regulation, which was issued in the 
form of a tentative final monograph, and 
all new data and information on skin 
protectant drug products for these 
specific uses that have come to the 
agency's attention. This final rule 
amends the regulation that lists 
nonmonograph active ingredients by 
adding those OTC skin protectant 
ingredients that have been found to be 



not generally recognized as safe and 
effective. This final rule also lifts the 
stay of 21 CFR part 352 (published at 66 
FR 67485, December 31, 2001) to amend 
the final monograph for OTC sunscreen 
drug products to include sunscreen-skin 
protectant combination drug products, 
and then stays § 347.20(d) (21 CFR 
347.20(d)) and part 352 until further 
notice in the Federal Register. 
DATES: Effective Date: This rule is 
effective June 4, 2004. 

Compliance Dates: The compliance 
date for products subject to parts 310 
and 347 (21 CFR parts 310 and 347) 
with annual sales less than $25,000 is 
June 6, 2005. The compliance date for 
all other products subject to parts 310 
and 347 is June 4, 2004. The compliance 
date for combination products 
containing skin protectant and 
sunscreen active ingredients in 
§ 347.20(d) and for all products subject 
to part 352 is stayed until further notice. 

Comment Date: Submit written or 
electronic comments on specific 
labeling items discussed in section X of 
the SUPPLEMENTARY INFORMATION section 
of this document by September 2, 2003. 
ADDRESSES: Submit written comments 
to the Dockets Management Branch 
(HFA-305), Food and Drug 
Administration, 5630 Fishers Lane, rm. 
1061, Rockville, MD 20852. Submit 
electronic comments to http:// 
www.fda.gov/dockets/ecomments. 
FOR FURTHER INFORMATION CONTACT: 
Gerald M. Rachanow, Center for Drug 
Evaluation and Research (HFD-560), 
Food and Drug Administration, 5600 
Fishers Lane, Rockville, MD 20857, 
301-827-2222. 
SUPPLEMENTARY INFORMATION: 

I. Background 

In the Federal Register of August 4, 
1978 (43 FR 34628), FDA published an 
advance notice of proposed rulemaking 
to establish a monograph for OTC skin 
protectant drug products, together with 
the recommendations of the Advisory 
Review Panel on OTC Topical 
Analgesic, Antirheumatic, Otic, Burn, 
and Sunburn Prevention and Treatment 
Drug Products (the Panel), which was 
the advisory review panel responsible 
for evaluating data on the active 
ingredients in this drug class 
(§ 330.10(a)(6) (21 CFR 330.10(a)(6))). 

In the Federal Register of February 
15, 1983 (48 FR 6820), FDA published 
the proposed regulation for OTC skin 
protectant drug products in the form of 
a tentative final monograph (TFM). In 
the Federal Register of October 3, 1989 
(54 FR 40808), the agency published a 
document to amend the TFM to include 
OTC drug products for poison ivy, oak, 



and sumac and for the treatment and/ or 
neutralization of insect bites. This final 
rule completes the TFMs published on 
February 15, 1983, and October 3, 1989, 
amends the final monograph for OTC 
skin protectant drug products used as 
astringents in part 347 published on 
October 21, 1993 (58 FR 54458), and 
incorporates the name change ("witch 
hazel") published in the Federal 
Register of June 3, 1994 (59 FR 28767). 

In the Federal Register of May 10, 
1993 (58 FR 27636), the agency issued 
a final rule establishing that certain 
active ingredients, including some skin 
protectant active ingredients, in OTC 
drug products are not generally 
recognized as safe and effective or are 
misbranded. These skin protectant 
ingredients are listed in 
§ 310.545(a)(18). This final rule adds 
several ingredients to that section. 

On or after 12 months after date of 
publication in the Federal Register, and 
24 months after date of publication in 
the Federal Register, for products with 
annual sales less than $25,000, except 
combination products containing skin 
protectant and sunscreen active 
ingredients, and for combination 
products containing skin protectant and 
sunscreen active ingredients, no OTC 
drug product that is subject to this final 
rule and that contains a nonmonograph 
condition may be initially introduced or 
initially delivered for introduction into 
interstate commerce unless it is the 
subject of an approved new drug 
application or abbreviated new drug 
application. Further, any OTC drug 
product subject to this final rule that is 
repackaged or relabeled after the 
effective dates of the final rule must be 
in compliance with the monographs 
regardless of the date the product was 
initially introduced or initially 
delivered for introduction into interstate 
commerce. Manufacturers are 
encouraged to comply voluntarily as 
soon as possible. 

All "OTC Volumes" cited throughout 
this document refer to information on 
public display in the Dockets 
Management Branch [see ADDRESSES). 

IL The Agency's Conclusions on the 
Comments 

(Comment 1) One comment stated its 
continuing position that OTC drug 
monographs are interpretive, as opposed 
to substantive, regulations. 

The agency addressed this issue and 
reaffirms its conclusions stated in 
paragraphs 85 through 91 of the 
preamble to the procedures for 
classification of OTC drug products (37 
FR 9464 at 9471 to 9472, May 11, 1972); 
in paragraph 3 of the preamble to the 
TFM for OTC antacid drug products (38 



r 
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FR 31260, November 12, 1973); and in 
paragraph 1 of section I of the preamble 
to the TTM in the present proceeding 
(48 FR 6820 at 6821). 

(Comment 2) One comment requested 
that the definition of "skin protectant" 
be reworded to add a primary effect of 
skin protectants, i.e., temporary relief of 
the effects of harmful or annoying 
stimuli and to include the word 
"product". The agency agrees and is 
revising the definition of "skin 
protectant" in § 347.3(d). 

(Comment 3) Four comments opposed 
the agency's "exclusivity policy," which 
limits the indications used in OTC drug 
product labeling to the "specific words 
and phrases" approved by FDA in a 
final OTC drug monograph. 

After these comments were submitted, 
the agency published a final rule in the 
Federal Register of May 1, 1986 (51 FR 
16258) changing its labeling policy 
(§ 330.1(c)(2) (21 CFR 330.1(c)(2))) for 
stating the indications for use of OTC 
drug products. That policy was revised 
and discussed in the Federal Register of 
March 17, 1999 (64 FR 13254 at 13270 
to 13271, and 13294). The final rule in 
this document is subject to that new 
labeling policy. 

(Comment 4) Three comments 
disagreed with the agency's position of 
prohibiting cosmetic claims from 
appearing in any portion of the labeling 
that is required by an OTC drug 
monograph and the agency's view that 
this type of labeling could be misleading 
(see 48 FR 6820 at 6823). One comment 
noted its support for the distinction 
made by the agency between "drug" and 
"cosmetic" claims for the same 
ingredient. Two comments cited current 
agency regulations in § 701.3(d) (21 CFR 
701.3(d)) regarding the combined label 
declarations of active drug ingredients 
and cosmetic ingredients and requested 
that cosmetic indications be allowed to 
be stated in a manner that is not false 
or misleading, without regard to their 
position on the label. 

The agency has revised its labeling 
requirements for OTC drug products by 
adding § 201.66 (21 CFR 201.66) and 
amending § 701.3(d) since stating its 
position on drug-cosmetic labeling in 
the TFM. Section 701.3(d) now requires 
separate listing of the active drug 
ingredients and the cosmetic ingredients 
where a cosmetic product is also an 
OTC drug product. FDA does not review 
and approve cosmetic terminology in 
OTC drug monographs. Under the new 
OTC drug product labeling format in 
§ 201.66, the "Drug Facts" area of a 
product's labeling only contains the 
indication(s) for the drug part of the 
product. Thus, manufacturers are not 
allowed to commingle drug and 



cosmetic claims within this specific area 
of the labeling. However, there are no 
specific restrictions on commingled 
information outside of the "Drug Facts" 
area of a product's labeling. The 
agency's position is that if commingled 
drug and cosmetic labeling information 
is confusing or misleading, the 
product's labeling may be misleading 
within the meaning of the Federal Food, 
Drug, and Cosmetic Act (the act) and the 
product misbranded under sections 
502(a) or 602(a) of the act (21 U.S.C. 
352(a) or 362(a)). The agency will 
review the labeling of affected products 
on a case-by-case basis. 

(Comment 5) Several comments 
suggested that limiting the statement of 
identity to one term ("skin protectant") 
is too restrictive, requested other 
equally descriptive appropriate terms, 
and asked for distinct statements of 
identity for each indication proposed in 
the monograph, e.g., "minor cut 
protectant." 

The agency does not find it necessary 
to have distinct statements of identity 
for each use of a skin protectant drug 
product. The statement of identity is 
intended to provide information on the 
"general pharmacological category(ies) 
of the drug or the principal intended 
action(s) of the drug" (see § 201.61(b) 
(21 CFR 201.61(b))). This position is 
consistent with the statement of identity 
proposed by the agency as "external 
analgesic" for all drug products that 
provide relief of pain and itching caused 
by a number of conditions (48 FR 5852 
at 5868, February 8, 1983) and as 
"analgesic (pain reliever)" for all drug 
products that relieve pain due to various 
conditions (53 FR 46204 at 46211, 
November 16, 1988). 

The agency concurs with one 
comment's suggestion of adding the 
dosage form to the statement of identity, 
i.e., "skin protectant (dosage form)." 
The United States Pharmacopeia (USP) 
lists a number of dosage forms that 
might be used for OTC topical drug 
products (Ref. 1). From a marketplace 
survey (Refs. 2, 3, and 4), the agency 
finds that the most widely used dosage 
forms for OTC skin protectant drug 
products are lotions, creams, ointments, 
and gels. The examples of dosage forms 
listed in the statement of identity in 
§ 347.50(a) of this final monograph are 
not all inclusive and depend on 
products' historical marketing as skin 
protectants. 

(Comment 6) One comment 
questioned the agency's statement that 
the term "soothes" is a cosmetic claim 
in the context of skin protectant 
products (48 FR 6820 at 6828). 

The agency considers claims such as 
"temporarily protects" and "helps 



relieve" to be more informative than 
"soothes" in conveying to consumers 
that a drug product provides therapeutic 
action. The term "soothes" may appear 
elsewhere in the product's labeling. 

(Comment 7) Several comments 
contended that the indications proposed 
were too restrictive and omitted 
indications recommended by the Panel. 
The comments suggested additional 
labeling claims. 

The agency agrees with some of the 
comments' suggestions for the 
indications in § 347.50(b)(2). While the 
agency wishes to emphasize the 
"protectant" function of these 
ingredients, they may also help provide 
some relief for chapped or cracked skin 
and lips. Therefore, the agency is 
allowing manufacturers to add, at their 
option, the words "and helps relieve" 
after the word "protects" in the 
indications in § 347.50(b)(2). The agency 
also agrees that the words "cold" and 
"wind" are informative to consumers, 
and possibly easier to understand than 
the word "windburned." Accordingly, 
the agency has made this revision in an 
optional labeling statement. 

The agency considers other suggested 
claims to be better represented in the 
agency's proposed indications. 

The agency is deleting "sunburn" 
from the indication proposed in 
§ 347.50(b)(1) because the agency has 
reexamined the data and determined 
that they do not support a "protection 
of sunburn" claim for these ingredients. 
The "sunburn" claim proposed in the 
TFM originated from die Panel when it 
recommended the use of "skin 
protectant active ingredients for 
symptoms of dryness: 'For symptoms of 
chapping, peeling or scaling' (optional, 
any or all of the following) 'due to 
minor burns, sunburn, windburn, 
scrapes, abrasions, or cracked lips'" [see 
43 FR 34628 at 34648). The Panel also 
recommended that the ingredients 
allantoin, cocoa butter, dimethicone, 
glycerin, petrolatum, and shark liver oil 
be included in the monograph as active 
ingredients for symptoms of dryness. Of 
these ingredients, petrolatum was the 
only one that the Panel discussed 
effectiveness for sunburn (43 FR 34628 
at 34639). The Panel stated that "the use 
of petrolatum as an emollient has been 
well accepted for dry skin conditions, 
especially with flaking skin such as 
sunburn, and chapping" (43 FR 34628 at 
34639). 

The Panel's claim was revised in the 
TFM to a shortened "drug" claim that 
stated: "For the temporary protection of 
minor cuts, scrapes, burns, and 
sunburn" (see 48 FR 6820 at 6832). The 
agency did not include peeling or 
scaling claims in the TFM (48 FR 6820 
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at 6828). The Panel's reference to 
symptoms of dryness was not included 
in the TFM because the agency 
considers the use of skin protectants for 
dryness to be a cosmetic claim. The 
agency has now determined that it 
should not have included the 
"sunburn** claim in the TFM because 
the only context in which the Panel 
discussed it was cosmetic in nature. 

The agency is also concerned that 
skin protectants may inappropriately be 
used for "sunburn" because the data 
indicate that it is not desirable to apply 
a skin protectant to sunburn that has 
just occurred. As the Panel noted, when 
petrolatum is applied to sunburn, 
evaporation is curtailed (43 FR 34628 at 
34639). The agency is concerned that 
application of skin protectants, such as 
petrolatum and the other igredients for 
which the Panel recommended a 
dryness claim for sunburn, to sunburn 
that has just occurred would occlude 
the area and prevent evaporation from 
occurring or significantly reduce 
evaporation. Thus, there are no data in 
the administrative record for this 
rulemaking to support a "protection of 
sunburn" claim for these ingredients. 
The agency would consider including 
such a claim for these ingredients, 
however, if adequate supporting data 
are provided. 

The agency has determined that 
insufficient data were submitted to 
include the words "to allow healing to 
begin" and to include uses for heat rash, 
burning feet, and foot discomfort in 
§ 347.50(b)(3). The agency concludes 
that the expanded "uses" section in this 
final monograph provides 
manufacturers an adequate number of 
options for labeling OTC skin protectant 
drug products. 

(Comment 8) One comment 
mentioned that no wound healing claim 
or Category I labeling was provided for 
three skin protectant ingredients: 
Allantoin, live yeast cell derivative 
(LYCD), and zinc acetate. 

The Panel classified these ingredients 
as Category HI skin protectants for 
wound-healing based on the lack of 
effectiveness data (43 FR 34628 at 34644 
through 34647). Insufficient data were 
submitted for LYCD {see section H. 
comment 25 of this document) and no 
additional data were submitted for 
allantoin or zinc acetate to support a 
"wound healing" use. 

(Comment 9) One comment requested 
that compound benzoin tincture be 
included as a Category I topical skin 
protectant. The comment mentioned the 
conclusion of the Advisory Review 
Panel on OTC Cold, Cough, Allergy, 
Bronchodilator, and Antiasthmatic Drug 
Products (Cough-Cold Panel) that 



compound benzoin tincture was safe for 
use in boiling water as a steam inhalant 
for expectorant purposes (41 FR 38312 
at 38360, September 9, 1976). The 
comment also cited the 
recommendation of the Advisory 
Review Panel on OTC Dentifrice and 
Dental Care Drug Products (Dental 
Panel) that compound benzoin tincture 
was safe and effective for use as an oral 
mucosal protectant (47 FR 22712 at 
22746 and 22747, May 25, 1982). The 
comment cited acceptance of compound 
benzoin tincture in several 
pharmacopeias, experience over 
decades of use, and the low incidence 
of adverse reactions or significant side 
effects in the published literature. The 
comment cited several skin protectant 
uses from well-established references or 
current product labeling: "* * * to small 
cuts and to intact skin under occlusive 
plasters and bandages'* (Ref. 5), "* * * 
ulcers, bedsores, cracked nipples, and 
fissures of the lips and anus** (Ref. 6), 
and "apply to the skin under adhesive 
dressings, to treat skin fissures and 
bedsores, to reduce skin sensitivity to 
adhesive plasters, and to prevent skin 
irritation in ischemic areas" (Ref. 7). 

Compound benzoin tincture is 
included in the USP as a fixed 
formulation containing 10 percent 
benzoin, 2 percent aloe, 8 percent 
storax, 4 percent tolu balsam, and 74 to 
80 percent ethanol (Ref. 8). The agency 
finds that use as a steam inhalant for 
expectorant purposes evaluated by the 
Cough-Cold Panel (41 FR 38312 at 
38360) has little relevance to use as a 
skin protectant. Although the agency 
acknowledges that standard references 
(Refs. 5 and 6) and literature articles 
describe numerous uses for compound 
benzoin tincture, no data from 
controlled clinical studies were 
provided. 

Gosselin et al. (Ref. 9) indicated that 
the alcohol in benzoin tincture would 
be responsible for major toxic effects if 
ingested. The Dental Panel discussed 
literature reports of three cases of 
irritation and hypersensitivity resulting 
from topical use of benzoin tincture (47 
FR 22712 at 22746 and 22747). In 
addition, the published literature 
contains numerous other reports of 
allergic contact dermatitis and 
sensitivity attributed to compound 
benzoin tincture and benzoin tincture. 
Cullen, Tonkin, and May (Ref. 10) stated 
that the literature was replete with 
reports of cutaneous sensitivity to 
compound benzoin tincture and its 
components, citing reports following 
local application. Rademaker and Kirby 
(Ref. 11) reported two cases of bullous 
contact dermatitis to a skin adhesive 
spray and mentioned that Fisher (Ref. 
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at 6828). The Panel's reference to 
symptoms of dryness was not included 
in the TFM because the agency 
considers the use of skin protectants for 
dryness to be a cosmetic claim. The 
agency has now determined that it 
should not have included the 
"sunburn" claim in the TFM because 
the only context in which the Panel 
discussed it was cosmetic in nature. 

The agency is also concerned that 
skin protectants may inappropriately be 
used for "sunburn" because the data 
indicate that it is not desirable to apply 
a skin protectant to sunburn that has 
just occurred. As the Panel noted, when 
petrolatum is applied to sunburn, 
evaporation is curtailed (43 FR 34628 at 
34639). The agency is concerned that 
application of skin protectants, such as 
petrolatum and the other igredients for 
which the Panel recommended a 
dryness claim for sunburn, to sunburn 
that has just occurred would occlude 
the area and prevent evaporation from 
occurring or significantly reduce 
evaporation. Thus, there are no data in 
the administrative record for this 
rulemaking to support a "protection of 
sunburn" claim for these ingredients. 
The agency would consider including 
such a claim for these ingredients, 
however, if adequate supporting data 
are provided. 

The agency has determined that 
insufficient data were submitted to 
include the words "to allow healing to 
begin" and to include uses for heat rash, 
burning feet, and foot discomfort in 
§ 347.50(b)(3). The agency concludes 
that the expanded "uses" section in this 
final monograph provides 
manufacturers an adequate number of 
options for labeling OTC skin protectant 
drug products. 

(Comment 8) One comment 
mentioned that no wound healing claim 
or Category I labeling was provided for 
three skin protectant ingredients: 
Allantoin, live yeast cell derivative 
(LYCD), and zinc acetate. 

The Panel classified these ingredients 
as Category III skin protectants for 
wound-healing based on the lack of 
effectiveness data (43 FR 34628 at 34644 
through 34647). Insufficient data were 
submitted for LYCD (see section II. 
comment 25 of this document) and no 
additional data were submitted for 
allantoin or zinc acetate to support a 
"wound healing" use. 

(Comment 9) One comment requested 
that compound benzoin tincture be 
included as a Category I topical skin 
protectant. The comment mentioned the 
conclusion of the Advisory Review 
Panel on OTC Cold, Cough, Allergy, 
Bronchodilator, and Antiasthmatic Drug 
Products (Cough-Cold Panel) that 



compound benzoin tincture was safe for 
use in boiling water as a steam inhalant 
for expectorant purposes (41 FR 38312 
at 38360, September 9, 1976). The 
comment also cited the 
recommendation of the Advisory 
Review Panel on OTC Dentifrice and 
Dental Care Drug Products (Dental 
Panel) that compound benzoin tincture 
was safe and effective for use as an oral 
mucosal protectant (47 FR 22712 at 
22746 and 22747, May 25, 1982). The 
comment cited acceptance of compound 
benzoin tincture in several 
pharmacopeias, experience over 
decades of use, and the low incidence 
of adverse reactions or significant side 
effects in the published literature. The 
comment cited several skin protectant 
uses from well-established references or 
current product labeling: "* * * to small 
cuts and to intact skin under occlusive 
plasters and bandages" (Ref. 5), "* * * 
ulcers, bedsores, cracked nipples, and 
fissures of the lips and anus" (Ref. 6), 
and "apply to the skin under adhesive 
dressings, to treat skin fissures and 
bedsores, to reduce skin sensitivity to 
adhesive plasters, and to prevent skin 
irritation in ischemic areas" (Ref. 7). 

Compound benzoin tincture is 
included in the USP as a fixed 
formulation containing 10 percent 
benzoin, 2 percent aloe, 8 percent 
storax, 4 percent tolu balsam, and 74 to 
80 percent ethanol (Ref. 8). The agency 
finds that use as a steam inhalant for 
expectorant purposes evaluated by the 
Cough-Cold Panel (41 FR 38312 at 
38360) has little relevance to use as a 
skin protectant. Although the agency 
acknowledges that standard references 
(Refs. 5 and 6) and literature articles 
describe numerous uses for compound 
benzoin tincture, no data from 
controlled clinical studies were 
provided. 

Gosselin et al. (Ref. 9) indicated that 
the alcohol in benzoin tincture would 
be responsible for major toxic effects if 
ingested. The Dental Panel discussed 
literature reports of three cases of 
irritation and hypersensitivity resulting 
from topical use of benzoin tincture (47 
FR 22712 at 22746 and 22747). In 
addition, the published literature 
contains numerous other reports of 
allergic contact dermatitis and > 
sensitivity attributed to compound 
benzoin tincture and benzoin tincture. 
Cullen, Tonkin, and May (Ref. 10) stated 
that the literature was replete with 
reports of cutaneous sensitivity to 
compound benzoin tincture and its 
components, citing reports following 
local application. Rademaker and Kirby 
(Ref. 11) reported two cases of bullous 
contact dermatitis to a skin adhesive 
spray and mentioned that Fisher (Ref. 



12) recommends that benzoin no longer 
be used as a skin adhesive. Marks and 
Rainey (Ref. 13) and James, White, and 
Yanklowitz (Ref. 14) reported other 
cases of allergic contact dermatitis. 
Sixteen cases resulted when benzoin 
was applied to prevent friction blisters. 
Other authors report contact dermatitis 
from benzoin used as an ingredient in 
greasepaint makeup (Ref. 15) and as an 
antioxidant in food additives (Ref. 16). 
In addition, benzoin provokes 
pemphigus erythematosus (Ref. 17), 
complicates management of venous leg 
ulcers (Ref. 18), and adversely affects 
wound healing after circumcision in 
children (Ref. 19). 

Based on these reports of adverse 
events and the availability of other 
monograph skin protectant ingredients, 
the agency concludes that compound 
benzoin tincture is not safe for use as a 
general OTC skin protectant ingredient 
and would be inappropriate for many of 
the uses included in this final 
monograph. 

(Comment 10) One comment 
requested that camphorated metacresol 
be included as an active ingredient in 
the final monograph for OTC skin 
protectant drug products, as long as the 
amount of metacresol did not exceed 1.5 
percent (by weight) and the amount of 
camphor did not exceed 3 percent. 
Noting that phenol (0.5 to 1.5 percent) 
and camphor (0.1 to 3 percent) were 
proposed Category I ingredients in the 
TFM for OTC external analgesic drug 
products (48 FR 5852 at 5867, February 
8, 1983) and citing an agency letter (Ref. 
20) agreeing that metacresol was less 
toxic than phenol, the comment 
contended that there should be no safety 
concern about products containing 
camphor and metacresol in these 
concentrations. 

Because information has not been 
provided to demonstrate a skin 
protectant effect, camphorated 
metacresol is not included in this final 
monograph. 

(Comment 11) One manufacturer 
submitted data and information (Refs. 
21 and 22) to FDA's Miscellaneous 
External Panel in response to the call- 
for-data notice published in the Federal 
Register of November 16, 1973 (38 FR 
31697). The data were for a drug 
product containing water-soluble 
chlorophyllins in an ointment and a 
solution dosage form with a label 
indication "to promote healing and to 
relieve itching and discomfort of minor 
wounds, burns, surface ulcers, cuts, 
abrasions and skin irritations." 

The Miscellaneous External Panel was 
disbanded before reviewing these 
submissions. Subsequently, because the 
product label contained a claim for 



Federal Register / Vol. 68, No. 107 /Wednesday, June 4, 2003 /Rules and Regulations 33365 



wound healing and products with this 
claim had previously been included in 
the skin protectant rulemaking, the 
agency placed the submissions in the 
skin protectant rulemaking as a 
comment to the February 15, 1983, 
TFM, and the manufacturer submitted a 
more recent study on effectiveness for 
wound healing (Ref. 23). 

The Dental Panel evaluated water- 
soluble chlorophyllins as oral wound 
healing agents in its report on OTC oral 
mucosal injury drug products (44 FR 
63270, November 2, 1979) and 
concluded that water-soluble 
chlorophyllins were safe but that there 
were insufficient data available to 
permit final classification of 
effectiveness for OTC use as an oral 
wound healing agent (44 FR 63270 at 
63286). The agency accepted the Dental 
Panel's classification in the TFM for 
OTC oral mucosal injury drug products 
(48 FR 33984 at 33991, July 26, 1983). 
No additional data were submitted and, 
in the final rule (51 FR 26112, July 18, 
1986), the agency included water 
soluble chlorophyllins in the list of 
nonmonograph ingredients in 21 CFR 
310.534. 

The agency has reviewed the 
manufacturer's submissions (Refs. 21, 
22, and 23). One submission (Ref. 21) 
contained information on various kinds 
of wounds that were treated with water- 
soluble chlorophyllins by health-care 
professionals. None were self- treatment 
conditions. Another (Ref. 22) contained 
translations of three foreign articles 
reporting laboratory and animal studies 
on water-soluble chlorophyllins that 
contain background information but do 
not support general recognition of safety 
and effectiveness in humans. A research 
report (Ref. 23) did not assess OTC uses, 
lacked subject and placebo controls, and 
questioned whether the observed effects 
were due to the products or the manner 
of caring for the wounds. 

The agency concludes that the data 
submitted do not support effectiveness 
of water-soluble chlorophyllins for 
promoting wound healing for conditions 
treated with OTC skin protectant drug 
products. 

(Comment 12) Cod liver oil was not 
categorized by the Panel for use as an 
OTC skin protectant because it was not 
included among the labeled ingredients 
in marketed products submitted to the 
Panel for review. In evaluating cod fiver 
oil for use in diaper rash drug products, 
the agency considered the long history 
of clinical use as a skin protectant 
ingredient (55 FR 25204 at 25213, June 
20, 1990). 

In the rulemaking for OTC anorectal 
drug products, the Advisory Review 
Panel on OTC Hemorrhoidal Drug 



Products (Hemorrhoidal Panel) 
classified cod liver oil as Category I for 
use as an anorectal protectant and 
recommended a maximum daily dose of 
10,000 I.U. (International Units 
equivalent to USP Units) for vitamin A 
and 400 1.U. for vitamin D 
(cholecalciferol) per 24 hours (45 FR 
35576 at 35630, May 27, 1980). The 
Hemorrhoidal Panel stated that an 
extensive review of the literature on cod 
liver oil revealed no adverse effects 
when applied topically as a protectant 
and concluded that the effectiveness of 
cod liver oil, as a protectant, is due to 
its bland and soothing effect associated 
with its oily nature. In the TFM (53 FR 
30756 at 30767, August 15, 1988) and 
final monograph (55 FR 31776 at 31780, 
August 3, 1990) for OTC anorectal drug 
products, the agency affirmed the 
Hemorrhoidal Panel's Category I 
classification and specified that cod 
liver oil may be used only in 
combination with one to three other 
protectant active ingredients. 

The agency has surveyed the 
marketplace and determined that cod 
liver oil is marketed only in 
combination with other ingredients in 
several products with skin protectant 
claims (Refs. 3 and 24). One product 
contains 12.5 percent (Ref. 24), but in 
most cases the cod liver oil 
concentration is not provided. 

Therefore, the agency is including cod 
liver oil as an active ingredient in skin 
protectant drug products in accord with 
§ 347.20(a)(1) and (a)(2), only in 
combination with certain other skin 
protectant active ingredients, within the 
concentrations (5 to 13.56 percent) 
specified in § 347.10(e), provided that 
the product is labeled so that the 
amount of the product that is used in a 
24-hour period represents a quantity 
that does not exceed 400 USP Units of 
vitamin D and 10,000 USP Units of 
vitamin A. 

(Comment 13) In the notice of 
proposed rulemaking (54 FR 40808 at 
40810), the agency stated that it was 
necessary to have publicly available 
chemical information for colloidal 
oatmeal. One manufacturer submitted a 
proposed standard for colloidal oatmeal, 
which it stated was patterned after 
standards for starch and psyllium (Ref. 
25). The agency sent this information to 
the U.S. Pharmacopeial Convention 
(USPC) (Ref. 26). Compendial standards 
were proposed in the Pharmacopeial 
Forum of January and February 1992 
(Ref. 27) and a final USP monograph 
became effective on November 15, 1992 
(Ref. 28). 

(Comment 14) One comment 
requested that colloidal oatmeal be 
included in the skin protectant 



monograph as a safe and effective 
ingredient for the claim: "For prompt 
temporary relief of itchy, sore, sensitive 
skin due to rashes, eczema/psoriasis, 
hemorrhoidal and genital irritations, 
diaper rash, chicken pox, prickly heat, 
hives, poison ivy/oak, and sunburn." 
The comment cited references (Refs. 29 
through 33) to support this claim. 

The agency previously discussed 
poison ivy/oak claims in comment 1 of 
the skin protectant poison ivy, oak, and 
sumac notice of proposed rulemaking 
(54 FR 40808 at 40809 to 40811). The 
agency has determined the additional 
references cited by the comment show 
that colloidal oatmeal can provide 
temporary skin protection and relieve 
minor irritation and itching due to a 
number of conditions. Further, the 
agency has no adverse reaction reports 
on file for colloidal oatmeal. Thus, the 
agency is expanding the indications for 
colloidal oatmeal in § 347.50(b)(4) in 
this final monograph. In addition, 
manufacturers can opt to select one or 
more of the "due to" conditions to list 
in the product's labeling. However, 
since no data were submitted using 
colloidal oatmeal for chicken pox, 
sunburn, or hives, these indications are 
nonmonograph. The agency will discuss 
a "prickly heat" claim in the skin 
protectant diaper rash drug products 
final rule. 

(Comment 15) Two comments noted 
that the agency's proposed directions in 
§347.50 (54 FR 40808 at 40818) for the 
use of colloidal oatmeal as a soak in a 
tub do not allow for the range of use 
concentrations or dosage forms that 
have been reported in the clinical 
literature and requested that FDA 
specify a use concentration range. The 
comment stated that colloidal oatmeal is 
unusual in comparison to other barrier 
skin protectants because it is often 
intended for dispersion in water and is 
formulated in a variety of other dosage 
forms. 

One comment summarized and 
calculated the colloidal oatmeal 
concentrations used in baths (Refs. 32 
and 34 through 41). The comment noted 
that the most common concentration 
ranges of colloidal oatmeal are from 
0.007 to 10 percent in use but added 
that colloidal oatmeal is present in 
commercial products from 1 to 100 
percent. Another comment 
recommended changing the proposed 
directions in § 347.50(d)(2) from one 
"cupful" to "up to a cupful." 

The agency has reviewed the 
recommended concentrations of 
colloidal oatmeal reported in the 
literature and reference texts (Refs. 4, 29 
through 32, 34 through 45, 47, 48, and 
49) and has considered the range of 
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concentrations for colloidal oatmeal 
used in bath additive products and in 
other dosage forms. Products containing 
colloidal oatmeal have been formulated 
in the following dosage forms: Lotion (1 
and 10 percent colloidal oatmeal), 
cleansing cream (8 percent colloidal 
oatmeal), shampoo (5 percent colloidal 
oatmeal), and cleansing bars (30, 50, and 
51 percent colloidal oatmeal) (Refs. 4, 
46, and 47). The agency has calculated 
the approximate minimum and 
maximum concentrations of colloidal 
oatmeal that have been used as follows: 
For regular colloidal oatmeal, a range of 
0.023 to 0.625 percent when used as a 
tub bath soak (Refs. 29, 34 through 38, 
and 44), a range of 0.24 to 1.2 percent 
when used as a foot bath soak (Refs. 30, 
31, and 34), a range of 0.24 to 15 percent 
in aqueous solution when used in a wet 
pack (Refs. 30, 31, 32, 34, and 45), and 
a range of 3.75 to 15 percent in aqueous 
solution when used as a topical lotion 
(Refs. 30, 32, and 34); for oilated 
colloidal oatmeal, a range of 0.003 to 
0.03 percent when used as a tub bath 
soak (Refs. 35 and 39 through 43). 

With regard to dosage forms, the 
agency agrees with the comment that 
colloidal oatmeal as a skin protectant 
does not need to be dosage-form specific 
and can be used in a variety of "barrier 
type" topical dosage forms, except for 
"cleanser type" topical dosage forms, 
for which the agency has no data to 
support use as a skin protectant. 
Therefore, based on the additional 
information that has been submitted, the 
agency is revising the directions for use 
in § 347.50(d)(2) in this final 
monograph. 

(Comment 16) One comment 
requested that colloidal oatmeal be 
included in the skin protectant 
monograph for the claim: "For prompt 
temporary relief of itchy, sore, sensitive 
skin due to * * * hemorrhoidal and 
genital irritations * * *." The comment 
provided reports recommending use of 
colloidal oatmeal baths and creams for 
rectal itching and other conditions in 
the genital area (Refs. 50 through 54). 

Claims for itching in the genital area 
(e.g., pruritus vulvae) are included in 
the rulemaking for OTC external 
analgesic drug products. A comment to 
that rulemaking (Ref. 55) specifically 
requested a claim for colloidal oatmeal 
for "prompt temporary relief of itchy, 
sore, sensitive skin due to rashes, 
eczema/psoriasis, hemorrhoidal and 
genital irritations, diaper rash, chicken 
pox, prickly heat, hives, poison ivy /oak, 
and sunburn." Therefore, the agency 
will address this comment in the final 
rule for OTC external analgesic drug 
products. 



The agency concludes that the 
comment's requested claims for relief of 
rectal itching and hemorrhoids are 
similar to the indication (21 CFR 
346.50(b)(1)) for OTC anorectal drug 
products that include protectant active 
ingredients under 21 CFR 346.14, and to 
the definition of a protectant drug under 
21 CFR 346.3(i) as a drug that provides 
a physical barrier, forming a protective 
coating over skin or mucous 
membranes. Since colloidal oatmeal was 
not reviewed during any stage of the 
rulemaking for OTC anorectal drug 
products, interested parties should 
provide necessary information to 
demonstrate that colloidal oatmeal 
meets the standards of an OTC anorectal 
protectant active ingredient and petition 
the agency to include colloidal oatmeal 
in the final monograph for OTC 
anorectal drug products (Ref. 56). 

(Comment 17) One comment 
requested that colloidal oatmeal be 
allowed to be combined with other 
Category I skin protectants for the 
treatment of minor irritation and itching 
caused by insect bites and poisonous 
plants. The comment cited reports using 
an oilated colloidal oatmeal bath 
additive to help treat various 
dermatoses. 

The agency has reviewed the cited 
studies (Refs. 34, 43, 57, 58, and 59), 
and finds that these reports support the 
combination of colloidal oatmeal with 
mineral oil to treat the irritation, 
itching, and dryness of various dry skin 
dermatoses. The agency is including the 
combination of colloidal oatmeal and 
mineral oil in new §347. 20(a)(4) for the 
uses included in new § 347.50(b)(7) of 
this final monograph. Nevertheless, 
poison ivy, oak, and sumac are not 
exclusively dry skin dermatoses; they 
are characterized by a phase of weeping, 
oozing exudation. The studies cited by 
the comment fail to demonstrate the 
value of adding an additional skin 
protectant (an oil a ting component) for 
the treatment of these conditions in the 
exudative phase, and also fail to specify 
how many of the cases of contact 
dermatitis were due to poisonous 
plants. In addition, only one case of 
insect bite was identified in the studies. 
The agency concludes that the data are 
insufficient to support the combination 
of colloidal oatmeal with other skin 
protectants to treat insect bites and 
poison ivy, oak, and sumac. 

(Comment 18) One comment 
responded to the agency's request in the 
skin protectant poison ivy, oak, and 
sumac notice of proposed rulemaking 
(54 FR 40808 at 40810) to provide 
information and directions to support 
the use of colloidal oatmeal on children 
under 2 years of age. The comment 



stated that most barrier type skin 
protectant active ingredients have not 
been restricted to any age group and 
submitted reports of use of colloidal 
oatmeal in infants (Refs. 34, 45, 50, 51, 
and 57). The comment added that the 
Miscellaneous External Panel had 
evaluated colloidal oatmeal and placed 
it in Category I for relief of itching 
claims with no age restrictions (Ref. 61). 

The agency has reviewed the reports 
submitted by the comment, which 
described the effective use of colloidal 
oatmeal on infants and children from 2 
months to 18 years of age for various 
dermatoses associated with dry skin. No 
adverse effects were reported. The 
Miscellaneous External Panel (Ref. 61) 
at its twenty-third meeting concluded 
that colloidal oatmeal, at all 
concentrations, is safe and effective for 
"the symptomatic relief and treatment 
of itching." Based on the Miscellaneous 
External Panel's evaluation and the 
references provided by the comment, 
the agency is including colloidal 
oatmeal in the final monograph for use 
on infants and children under 2 years of 
age in the same concentrations, dosage 
forms, and directions for use for adults. 

(Comment 19) One comment noted 
that in the skin protectant poison ivy, 
oak, and sumac notice of proposed 
rulemaking the agency proposed (in 
§ 347.50(c)(9)) a specific warning for 
colloidal oatmeal: "Take special care to 
avoid slipping when getting into and 
out of the tub" (54 FR 40808 at 40818). 
The comment agreed that a warning 
against slipping is proper and 
appropriate, but contended that the 
agency's warning is unnecessarily 
longer than the warning on its labels, 
"Take special care to avoid slipping." 
Furthermore, the comment contended, 
the reference to entering and leaving the 
tub may lessen the consumer's 
perception of need for care during 
bathing or when bathing a child. 

The agency notes that a number of 
authors have expressed concerns about 
slipping in the bath tub with oil baths 
in general, and with colloidal oatmeal 
baths in particular (Refs. 29, 40, 44, 48, 
54, and 62). Two authors (Refs. 29 and 
48) recommended use of a mat to reduce 
the possibility of slipping. Accordingly, 
the agency has revised the warning, 
which appears in § 347.50(c)(5) of the 
final monograph, to read: "When using 
this product [bullet] to avoid slipping, 
use mat in tub or shower." 

(Comment 20) One comment objected 
to the highly specific directions for 
colloidal oatmeal the agency proposed 
in § 347.50(d)(2) of the skin protectant 
poison ivy, oak, and sumac notice of 
proposed rulemaking (54 FR 40808 at 
40818). The comment requested that 
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FDA modify the directions for use to 
allow for other concentrations and to 
address the use of other dosage forms, 
such as ointments, lotions, and 
cleansing bars. The comment objected to 
a specified frequency of use ("once or 
twice daily") because absorption of 
active agent seems unlikely to occur. 

The agency has reviewed the 
literature and agrees with the comment 
that other directions may also provide 
safe and effective use concentrations. 
Since a bathtub, foot bath, sitz bath, or 
infant bath can be used to soak and a 
compress or wet dressing can be applied 
as a soak, the agency is including aU of 
these forms of a "soak" in the final 
monograph. Colloidal oatmeal can also 
be formulated in other topical products 
intended for direct application (e.g., 
ointment, lotion), and the monograph 
provides directions for these products. 

Frequent and prolonged exposure to 
water may have a drying effect. Authors 
have different views on recommended 
frequency and duration of bathing (Refs. 
37, 48, and 63 through 67) depending on 
the condition. The Miscellaneous 
External Panel noted that bathing can 
dry the skin out and exacerbate some 
conditions (Ref. 68). Given the variety of 
conditions for which colloidal oatmeal 
preparations may be used, the agency 
agrees with the comment and is not 
specifying a frequency of use in the 
directions but is providing for a warning 
statement in § 347.50(c)(7) to fully 
inform consumers. 

(Comment 21) One comment inquired 
whether two high-molecular weight 
dimethylpolysiloxanes, designated as 
SF96-350 and SF96-1000, were 
acceptable active ingredients for skin 
protectant use. The comment included 
general safety and toxicity information 
on silicone products, and stated that 
dimethicone, a proposed Category I skin 
protectant ingredient, belongs to the 
same chemical family as the 
dimethylpolysiloxanes. 

In the notice of proposed rulemaking 
for OTC skin protectant diaper rash drug 
products, the agency stated that silicone 
is a general term, but it is often used to 
describe dimethicone (55 FR 25204 at 
25218). The agency did not classify 
silicone per se because there are various 
silicone compounds and because the 
agency considered dimethicone, the 
only silicone ingredient for which data 
were submitted. 

The agency notes that the information 
provided by the comment summarizes 
the results of chronic and acute toxicity 
studies and irritation studies for specific 
classes of silicones. However, no 
specific information was provided for 
the individual dimethylpolysiloxanes 
SF96-350 and SF96-1000. In addition, 



no information was provided to describe 
the chemical structure of these 
dimethylpolysiloxanes. The agency 
concludes that the data provided are 
inadequate to support general 
recognition of the safety and 
effectiveness of these ingredients for 
OTC skin protectant use in this final 
monograph. 

(Comment 22) In the TFM for OTC 
skin protectant drug products, the 
agency discussed a submission on 2 
percent glycerin and stated that the skin 
protectant final monograph would not 
be issued until these data were reviewed 
by the agency and interested persons 
provided an opportunity to comment on 
an agency proposal (48 FR 6820 at 
6823). The submission (Ref. 69) 
contained data on the use of glycerin for 
the indications of dry skin, minor skin 
irritation, skin protectant, and chapping 
and included a double-blind study. 

The agency has reviewed the data and 
determined that the study was 
inadequately controlled and failed to 
demonstrate that 2, 10, or 18 percent 
glycerin is effective for the indication 
"helps prevent and temporarily protects 
chafed, chapped, cracked, or 
windburned skin and lips," as proposed 
by the agency for 20 to 45 percent 
glycerin in the TFM for OTC skin 
protectant drug products (48 FR 6820 at 
6832). The agency's detailed comments 
and evaluation of the data are on file in 
the Dockets Management Branch (Ref. 
70). The agency concludes that glycerin 
at concentrations other than 20 to 45 
percent is nonmonograph for use in 
OTC skin protectant drug products. 

(Comment 23) One comment 
requested the agency to reopen the 
administrative record to include the 
ingredient "hard fat," as described in 
the "National Formulary" (NF) (Ref. 71), 
as a Category I skin protectant. 

In the Federal Register of December 
19, 1991 (56 FR 65873), the agency 
agreed with the petition that it would be 
appropriate to reopen the administrative 
record and include data and information 
on "hard fat" in the rulemaking for OTC 
skin protectant drug products. The 
agency stated that, based on its action in 
the rulemaking for OTC anorectal drug 
products (55 FR 31776), hard tat would 
be classified as a monograph ingredient 
in the final skin protectant monograph. 
Since no adverse comments on hard fat 
were received in response to this 
reopening of the administrative record, 
the agency is including hard rat in 
§347.10 at concentrations of 50 to 100 
percent as a single active ingredient. 
Hard fat is also allowed in permitted ^ 
combinations in § 347.20(a)(1), (a)(2), 
(b), (c), and (d) of this final monograph. 
Products containing hard fat may be 



labeled for the indications in 

§ 347.50(b)(1), (b)(2)(i), and (b)(2)(ii) and 

should bear the warnings in 

§ 347.50(c)(1) through (c)(4) and the 

directions in § 347.50(d)(1). In a future 

issue of the Federal Register, the agency 

will address claims for hard fat in OTC 

skin protectant cold sore/fever blister 

drug products (see proposed 

§347.50(b)(2)(ii), 55 FR 3362 at 3370). 

(Comment 24) One comment 
requested that lanolin be categorized as 
an active ingredient in the skin 
protectant monograph for use as a single 
ingredient or in combination, as 
permitted by the monograph. In support 
of lanolin's safety and effectiveness as a 
skin emollient, the comment cited 
animal and human test data submitted 
to the Miscellaneous External Panel 
(Ref. 72), Kligman, Grove, and 
Studemayer (Ref. 73), and the Advisory 
Review Panel on OTC Ophthalmic Drug 
Products' (Ophthalmic Panel) Category I 
classification of lanolin as an ocular 
emollient for the treatment of conditions 
involving ocular membranes (43 FR 
30002 at 30044 and 30045, May 6, 
1980). 

The agency has considered lanolin as 
a protectant or emollient active 
ingredient in several OTC drug 
rulemakings. In the TFM for OTC skin 
protectant diaper rash drug products (55 
FR 25204 at 25218 to 25219), the agency 
determined that the data submitted 
supported the use of 15.5 percent 
lanolin as a skin protectant active 
ingredient only in combination with 
other skin protectant active ingredients 
for the treatment and prevention of 
diaper rash. 

In the final rule for OTC ophthalmic 
drug products (53 FR 7076 at 7090, 
March 4, 1988), lanolin and anhydrous 
lanolin were included as monograph 
conditions at a 1 to 10 percent 
concentration in combination with one 
or more oleaginous emollients included 
in the monograph. In the final rule for 
OTC anorectal drug products (55 FR 
31776 at 31780), lanolin was included 
as a monograph protectant active 
ingredient at concentrations of 50 
percent and above as a single ingredient 
or between 12.5 and 50 percent in 
combinations. 

The agency has surveyed the 
marketplace (Refs. 3, 74, 75, and 76), 
and found that lanolin is being 
marketed as a skin protectant both as a 
single ingredient and in combination 
with other ingredients. The 
concentration in two single ingredient 
products is 37 and 50 percent. In almost 
all cases, the concentration of the 
lanolin in the combination products is 
not provided. Based on the agency's 
market survey and its previous actions 
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in the rulemakings for OTC diaper rash, 
anorectal, and ophthalmic drug 
products, the agency is including 
lanolin in the final skin protectant drug 
products monograph as a single 
ingredient and in combination with 
certain other skin protectant active 
ingredients, depending on the labeled 
use of the product. The use 
concentration included in the final 
monograph is 12.5 to 50 percent in 
accord with the concentration of 
marketed single ingredient skin 
protectant drug products and the 
concentration used in anorectal 
protectant combination drug products. 
The use concentration of 15.5 percent 
proposed in § 347.10(o) for OTC diaper 
rash skin protectant drug products (55 
FR 25204 at 25232) will be addressed in 
the final rule for those drug products. 

(Comment 25) One comment 
submitted data (Refs. 77 through 89), 
including two clinical studies by Kaplan 
(Refe. 77, 78, 80, 81, and 84), in support 
of reclassifying LYCD from Category in 
to Category I as a wound healing aid. 
The first Kaplan study (Ref. 77) has been 
published (Ref. 90). The comment also 
submitted data included earlier in the 
rulemaking for OTC anorectal drug 
products and transcripts of meetings of 
the Hemorrhoidal Panel (Ret 87). 

The ingredient LYCD was reviewed 
by both the Hemorrhoidal Panel and the 
Topical Analgesic Panel. Neither panel 
found LYCD to be effective. The agency 
determined that the data were 
inadequate to support the use of LYCD 
in the final rule for OTC anorectal drug 
products (58 FR 46746, September 2, 
1993). 

The agency has reviewed the wound 
healing studies (Refs. 77, 78, 80, 81, and 
84) submitted to this rulemaking for 
OTC skin protectant drug products and 
determined that the studies are 
inadequate to include LYCD as a wound 
healing aid in this final monograph. The 
agency's detailed comments and 
evaluations of the nonconfidential data 
are on file in the Dockets Management 
Branch (Refs. 91 and 92). 

The agency also informed the 
company that additional information is 
needed on the chemical and physical 
characterization of LYCD before a final 
classification can be made and 
suggested the company provide 
information to establish a compendial 
monograph for the ingredient (Ref. 93). 
The company submitted information, 
both nonconfidential (Refs. 88 and 89) 
and confidential, but it also was not 
adequate. The agency's detailed 
comments on the information are on file 
in the Dockets Management Branch 
(Refs. 94 and 95). 

(Comment 26) The agency has 
included in the rulemaking for OTC 



skin protectant drug products several 
submissions (Refe. 96, 97, and 98) for 
drug products containing mineral oil 
that were originally submitted to the 
Miscellaneous External Panel for 
review. One submission (Ref. 96) did 
not contain any data on mineral oil as 
an individual ingredient and the other 
submissions (Refe. 97 and 98) were 
discussed in the TFM for OTC skin 
protectant diaper rash drug products (55 
FR 25204 at 25220 to 25221). The 
agency concluded that the ingredient's 
physical properties were sufficient, 
along with the Category I findings of 
two other panels (Hemorrhoidal and 
Ophthalmic Panels), to support the 
effectiveness of mineral oil in 
§ 347.10(p) of the skin protectant diaper 
rash TFM (55 FR 25204 at 25232) for 
diaper rash claims proposed in 
§ 347.50(b)(5). In this final monograph 
for OTC skin protectant drug products, 
mineral oil in the first concentration 
listed in § 347.10(1) (50 to 100 percent) 
may be labeled for the claims listed in 
§ 347.50(b)(1) and (b)(2). In addition, 
mineral oil in the second concentration 
listed in § 347.10(1) (30 to 35 percent) 
when combined with colloidal oatmeal 
may be labeled for the claims listed in 
§ 347.50(b)(7). 

(Comment 27) One comment urged 
FDA to consider a single statement of 
identity for the ingredient petrolatum 
because of its multi-purpose uses in 
OTC drug products. The comment 
suggested the term "protectant." 

Petrolatum is generally recognized as 
safe and effective in two other OTC drug 
final monographs: Ophthalmic (part 349 
(21 CFR part 349)) and anorectal (21 
CFR part 346). The statement of identity 
for ophthalmic use is "lubricant" or 
"emollient (lubricant) eye ointment" 
(see § 349.65(a)). 

The agency previously considered a 
related issue in the proposed 
rulemaking for OTC anorectal drug 
products (see comment 39, 53 FR 30756 
at 30771) and determined that a 
comment's suggested statement of 
identity (topical protectant and 
lubricant) did not make it clear that 
such a product could be used 
anorectally and thus did not fully satisfy 
the requirements of § 201.61(b). The 
agency believes that the same is true of 
the currently suggested statement of 
identity "protectant." Thus, the agency 
is not adopting a single statement of 
identity for the ingredient petrolatum 
and is using "skin protectant" as the 
statement of identity for drug products 
containing petrolatum included in this 
final monograph (part 347). 

(Comment 28) One comment argued 
that petrolatum should be exempt from 
the "directions for use" proposed in 
§ 347.50(d), citing petrolatum's long 



history of consumer use, efficacy, and 
safety and contending that petrolatum 
meets the requirements for such 
exemption under § 201.116 (21 CFR 
201.116). 

The agency disagrees. Section 201.116 
allows for exemption from section 
502(f)(1) of the act which requires 
adequate directions for use, if adequate 
directions for common uses are known 
to the ordinary individual. While some 
individuals may know that petrolatum 
may be applied as needed, the agency 
believes that not all people who use this 
drug would know that it can be applied 
on an as needed basis. Therefore, the 
agency is requiring the standard 
direction in § 347.50(d)(1) foT products 
that contain petrolatum. 

(Comment 29) One comment 
contended that petrolatum should be 
exempt from the warnings proposed in 
the TFM (48 FR 6820 at 6832 to 6833). 
The comment argued that sufficient 
evidence to exempt these warnings is 
provided by the universal use of 
petrolatum over many decades for a 
wide variety of topical indications, the 
clinical and marketing experience over 
this long period of extensive and 
universal use, the Panel conclusion that 
"large amounts of petrolatum are 
essentially nontoxic when ingested 
* * *" (43 FR 34628 at 34639), the 
results of a long-term chronic feeding 
study by Oser et al. (Ref. 99) as 
demonstrating safety on ingestion, and 
the feet that petrolatum is regulated as 
an approved direct food additive (under 
§ 172.880 (21 CFR 172.880)) and is 
listed in the Food Chemicals Codex 
(Ref. 100). 

Although the comment suggested a 
revision, it agreed in principle with the 
warning "Not to be applied over deep or 
puncture wounds, infections, or 
lacerations. Consult a doctor." A second 
comment requested, in the interest of 
brevity, clarity, and conservation of 
scarce label space, that the warning be 
shortened to read: "Do not apply over 
deep or puncture wounds or 
infections." 

The agency discussed the importance 
of each of the proposed warnings in 
comments 25 through 31 of the TFM (48 
FR 6820 at 6828 to 6830) and stated that 
these warnings are necessary for 
petrolatum used as a skin protectant. In 
comment 31 of the TFM, however, the 
agency proposed not to require the "For 
external use only warning" for all 
products (including those containing 
petrolatum) formulated as lip balms. 
The agency is finalizing that proposal in 
this document. 
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In this final monograph, products 
containing the skin protectant 
ingredients mineral oil or sodium 
bicarbonate may omit the "For external 
use only" warning if they also provide 
labeling for oral use of the product. The 
agency believes that it could be 
confusing to consumers if products that 
contain petrolatum do not have the "For 
external use only" warning. Therefore, 
the agency is not exempting petrolatum 
(except in lip protectant products) from 
the "For external use only" warning in 
§§201.66(c)(5)(i) and 347.50(c)(1). 

The agency considers the warning 
about not getting the product into the 
eye useful to help prevent possible 
improper use of skin protectant drug 
products which are often marketed in 
nonsterile, multiple use containers. The 
agency believes that the first comment 
misconstrued the purpose of the "if 
condition worsens" warning 
(§ 347.50(c)(3) of this final monograph). 
The warning is intended to direct 
consumers to seek medical attention for 
a condition if it gets worse or has not 
improved after 7 days of treatment and 
not to set 7 days as a maximum safe 
treatment period. The agency has 
shortened this warning for products 
containing petrolatum (or white 
petrolatum) as a single ingredient to 
state: "See a doctor if condition lasts 
more than 7 days." 

With regard to the suggestion that the 
warning in § 347.50(c)(4) be revised, 
after the submission of this comment, 
the agency published a similar warning 
for OTC first aid antibiotic drug 
products (52 FR 47312 at 47324, 
December 1 1 , 1 987) and OTC first aid 
antiseptic drug products (56 FR 33644 at 
33677, July 22, 1991). The agency is 
revising the warning in § 347.50(c)(4), 
accordingly, in the new format required 
by §201.66. 

(Comment 30) One comment 
considered the two general warnings in 
§ 330.1(g) unnecessary for 100 percent 
petrolatum. The comment cited two 
references (Refs. 99 and 100) to support 
its contention that petrolatum is a 
uniquely safe OTC drug and presents no 
risk to the health of children from 
misuse, overuse, or abuse. 

The agency finds the information in 
the cited references (as well as the 
information in § 172.880 regarding the 
regulation of petrolatum as an approved 
food additive) insufficient to support an 
exemption for 30 to 100 percent 
petrolatum from the two general 
warnings in § 330.1(g). References 99 
and 100 list petrolatum concentrations 
at 0.02 to 5 percent, significantly lower 
than the concentration range included 
in the monograph. The agency revised 
the wording of these warnings in 



§ 330.1(g) in the final rule for the new 
OTC drug product labeling format (64 
FR 13254 at 13294). 

(Comment 31). One comment stated 
that the agency's proposed directions for 
sodium bicarbonate for use as a soak in 
a tub allow for a topical use 
concentration of about 0.3 percent, 
which is less than the dosage range for 
topical use of 1 to 100 percent (54 FR 
40808 at 40818). 

The agency has reviewed its 
calculations and agrees with the 
comment that the proposed directions 
for use as a soak in a tub allow for a 
topical concentration of less than 1 
percent, depending on the amount of 
water in the tub and the size of the cup 
used. However, these directions are 
consistent with those suggested in the 
literature (Refs. 101 through 104). When 
these measurements are made by 
consumers, they may not be precise. 
Accordingly, in this final monograph, 
the agency recognizes that it is not 
possible or critical to make a precise 
determination of the use concentration 
for this ingredient. Thus, the agency has 
revised its recommendations. 

(Comment 32) The agency has 
considered topical starch (formerly 
known as corn starch) in several 
rulemakings. In the advance notice of 
proposed rulemaking for OTC skin 
protectant drug products (43 FR 34628 
at 34636), the TFM for OTC skin 
protectant drug products (48 FR 6820 at 
6828), the TFM for OTC skin protectant 
poison ivy, poison oak, poison sumac, 
and insect bites drug products (54 FR 
40808 at 40811 to 40812), the 
Miscellaneous External Panel's 
statement on OTC diaper rash drug 
products (47 FR 39436 at 39439, 
September 7, 1982), the TFM for OTC 
skin protectant diaper rash drug 
products (55 FR 25204 at 25232), and 
the TFM (53 FR 30756 at 30782) and 
final monograph (55 FR 31776 at 31780) 
for OTC anorectal drug products. 

Based on the evaluations of the 
Topical Analgesic, Miscellaneous 
External, and Hemorrhoidal Panels, and 
the subsequent inclusion of topical 
starch as a protectant in the final 
monograph for OTC anorectal drug 
products and in the TFM for OTC diaper 
rash drug products, the agency is 
including topical starch at a 
concentration of 10 to 98 percent as an 
active ingredient under § 347.10(q) of 
this final monograph for OTC skin 
protectant drug products. The agency is 
including a minor skin irritation 
indication for the skin protectant uses of 
topical starch in § 347.50(b)(6). Because 
topical starch should not be used on 
broken skin, other conditions (e.g., cuts, 
scrapes, chapped/cracked skin and lips) 



are not included in this final 
monograph. Warnings applicable to 
topical starch drug products in a 
powder dosage form are included in 
§ 347.50(c)(6). 

(Comment 33) Two comments from 
the same company requested that 
vitamins A and D be added to the list 
of Category I active ingredients in the 
skin protectant monograph. The 
comments stated that shark liver oil, 
which contains significant quantities of 
vitamins A and D, is an oleaginous 
substance that provides lubricity and 
emolliency. The comments mentioned 
that vitamins A and D, like cod and 
shark liver oils, have an emollient 
nature that provides a physical barrier 
to an irritant and aids in the temporary 
relief of minor skin irritations. The 
comments added that these oleaginous 
substances can lessen dermal injury 
caused by friction and lessen itching 
and dryness caused by water loss from 
the stratum corneum, thereby providing 
additional protection for exposed skin. 
The comments cited the Hemorrhoidal 
Panel*s recommendations on the safety 
and topical use of vitamins A and D (45 
FR 35576 at 35630 and 35634). Another 
comment stated that a number of the 
claims recommended by the 
Hemorrhoidal Panel in the advance 
notice of proposed rulemaking for OTC 
skin protectant drug products (43 FR 
34628 at 34648) should be listed in the 
monograph for the ingredients vitamin 
A and vitamin D. 

The Hemorrhoidal Panel did not 
review vitamin A or vitamin D 
(cholecalciferol) as single ingredients for 
use as protectants in OTC anorectal drug 
products but did consider these 
ingredients in its review of ingredients 
used for wound healing (45 FR 35576 at 
35655 and 35656). The Hemorrhoidal 
Panel concluded that the data submitted 
were insufficient to prove effectiveness 
of vitamins A and D as wound healing 
agents and classified these ingredients 
in Category m for this use (45 FR 35576 
at 35655 and 35656). The agency did not 
include vitamins A or D in the anorectal 
final monograph because no data were 
submitted to support the effectiveness of 
these ingredients for protectant uses. 
However, the Hemorrhoidal Panel 
recommended that cod liver and shark 
liver oils be included in the Category I 
list of active ingredients for use as 
protectants in OTC anorectal drug 
products (45 FR 35576 at 35630 and 
35634) and the agency concluded that 
these oils are monograph ingredients (55 
FR 31776 at 31780). The agency pointed 
out in its proposed rulemaking for OTC 
diaper rash drug products (55 FR 25204 
at 25225) that vitamins A and D have 
not been classified as skin protectants in 
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any rulemaking in the OTC drug review, 
concluded that additional data are 
needed, and placed these ingredients in 
Category III. 

Because no data were submitted to 
support the effectiveness of vitamins A 
and D for skin protectant uses, the 
agency concludes that these ingredients 
are nonmonograph when used 
individually or in combination other 
than as a component of cod liver oil 
listed in § 347.10(e) of this final 
monograph. 

(Comment 34) In the TFM for OTC 
first aid antiseptic drug products (56 FR 
33644 at 33650), the agency deferred 
data on a physical barrier cream product 
with protective claims to the rulemaking 
for OTC skin protectant drug products. 
The cream product contains a 
combination of ingredients: Cetyl 
alcohol, glyceryl stearate, isopropyl 
palmitate, stearyl alcohol, and beeswax, 
labeled as "skin wound protectant* 1 
ingredients. The product labeling states 
"helps protect minor cuts, burns, and 
skin irritations against contamination." 
This claim is very similar to the claim 
included in § 347.50(b)(1) of this final 
monograph. The submission included 
the results of animal and human safety 
studies on the finished product, 
including LD50 in mice and rats, acute 
dermal toxicity studies in rabbits, 48- 
hour and 72 -hour primary irritation 
studies in humans using occlusive patch 
tests, and 21 -day cumulative irritation 
studies. The submission also included 
reports of studies on the cream 
product's protective barrier effect and a 
clinical study to evaluate safety and 
effectiveness. The clinical study was 
described as a randomized, controlled, 
double-blind, parallel-group comparison 
of two products to determine the cream 
product's safety and effectiveness under 
actual use conditions. The control 
formulation was not provided. 

The agency finds the submitted data 
insufficient to establish the skin 
protectant effect of any of the 
ingredients present in the cream 
product because the contribution, if any, 
of each of the individual active 
ingredients cannot be determined. The 
Panel recommended that there need be 
no limit to the number of skin 
protectant ingredients that may be 
combined in a product (43 FR 34628 at 
34631). However, each ingredient must 
make a contribution to the claimed 
effect(s) in order to be deemed an active 
ingredient (§ 330.10(a)(4)(iv)). Further, 
the agency notes that the Miscellaneous 
External Panel classified the ingredients 
cetyl alcohol and stearyl alcohol as 
inactive in the advance notice of 
proposed rulemaking for OTC alcohol 
drug products (47 FR 22324 at 22326, 



May 21, 1982). In addition, the Dental 
Panel classified beeswax as inactive in 
the advance notice of proposed 
rulemaking for OTC drug products for 
the relief of oral discomfort (47 FR 
22712 at 22715). No additional data on 
these three ingredients have been 
submitted to any rulemaking in the OTC 
drug review. The other two listed active 
ingredients, glyceryl stearate and 
isopropyl palmitate, have not been 
considered in any rulemaking in the 
OTC drug review. Consequently, the 
agency concludes that the safety and 
effectiveness data are insufficient on 
beeswax, cetyl alcohol, glyceryl stearate, 
isopropyl palmitate, and stearyl alcohol. 
Therefore, these ingredients are being 
included in § 310.545(a)(18) as 
nonmonograph. 

(Comment 35) Two comments 
contended that, as a class, skin 
protectant ingredients may be combined 
with more different types of therapeutic 
categories than any other class of 
ingredients. However, in the TFM, 
proposed § 347.20 does not list any 
ingredients other than skin protectant 
ingredients that may be combined. The 
comments stated that skin protectant 
ingredients have been found appropriate 
for use in combination with several 
other ingredient categories in other OTC 
drug product rulemakings. The 
comments requested that the agency 
include a provision in the final 
monograph allowing the combination of 
skin protectant ingredients with any 
therapeutic class of ingredients when 
such a combination has been found 
appropriate by any other OTC advisory 
review panel. 

Proposed § 347.20 in the skin 
protectant TFM was published in the 
Federal Register on February 15, 1983, 
before the TFMs for many other 
categories of OTC drug products. 
Subsequently, based on panel 
recommendations in other OTC drug 
rulemakings and the TFMs for OTC 
external analgesic drug products (48 FR 
5852 at 5868), OTC first aid antiseptic 
drug products (56 FR 33644 at 33677), 
and OTC sunscreen drug products (58 
FR 28194 at 28296, May 12, 1993), this 
final monograph includes skin 
protectant active ingredients in 
combination with other ingredients 
from these therapeutic classes. 

Therefore, the agency has further 
considered and expanded the ingredient 
combinations included in § 347.20 of 
this final monograph, including skin 
protectant-sunscreen combinations in 
§ 347.20(d). The agency is also 
amending the final monograph for OTC 
sunscreen drug products (64 FR 27666, 
May 21, 1999) to include sunscreen-skin 
protectant drug products. Further, the 



agency may be expanding the permitted 
combinations in § 347.20(b) and (c) as 
data submitted to the rulemakings for 
OTC external analgesic and first aid 
antiseptic drug products are evaluated 
and the final monographs for those OTC 
drug classes are issued. 

IK. Conclusion 

Based on the available evidence, the 
agency is issuing a final monograph 
establishing conditions under which 
OTC skin protectant drug products are 
generally recognized as safe and 
effective and not misbranded. Any drug 
product labeled, represented, or 
promoted for use as an OTC skin 
protectant drug that contains any of the 
ingredients listed in 
§310.545(a)(18)(i)(A) or (a)(18)(i)(B) or 
that is not in conformance with the 
monograph (part 347) may be 
considered a new drug within the 
meaning of section 201 (p) of the act (21 
U.S.C. 321 (p)) and misbranded under 
section 502 of the act. Such a drug 
product cannot be marketed for skin 
protectant uses unless it is the subject 
of an approved application under 
section 505 of the act (21 U.S.C. 355) 
and part 314 of the regulations (21 CFR 
part 314). An appropriate citizen 
petition to amend the monograph may 
also be submitted in accord with 21 CFR 
10.30 and 330.10(a)(12)(i). Any OTC 
skin protectant drug product initially 
introduced or initially delivered for 
introduction into interstate commerce 
after the compliance dates of the final 
rule for § 310.545(a)(18)(i)(A) or this 
final rule that is not in compliance with 
the regulations is subject to regulatory 
action. 

Our decision to revise the warnings 
set forth in this final rule is based on 
comments made in response to the 
proposed rule. Mandating warnings in 
an OTC drug monograph does not 
require a finding that any or all of the 
OTC drug products covered by the 
monograph actually caused an adverse 
event, and FDA does not so find. Nor 
does FDA's requirement of warnings 
repudiate the prior OTC drug 
monographs and monograph 
rulemakings under which the affected 
drug products have been lawfully 
marketed. Rather, as a consumer 
protection agency, FDA has determined 
that warnings are necessary to ensure 
that these OTC drug products continue 
to be safe and effective for their labeled 
indications under ordinary conditions 
of use as those terms are defined in the 
the act. This judgment balances the 
benefits of these drug products against 
their potential risks [see 21 CFR 
330.10(a)). 
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FDA's decision to act in this instance 
need not meet the standard of proof 
required to prevail in a private tort 
action (Glastetterv. Novartis 
Pharmaceuticals, Corp., 252 F. 3d 986, 
991 (8th Cir. 2001)). To mandate 
warnings, or take similar regulatory 
action, FDA need not show, nor do we 
allege, actual causation. For an 
expanded discussion of case law 



supporting FDA's authority to require 
such warnings, see the final rule 
entitled "Labeling of Diphenhydramine- 
Containing Drug Products for Over-the- 
Counter Human Use" (67 FR 72555, 
December 6, 2002). 

IV. Labeling Guidance 

In the Federal Register of March 17, 
1999 (64 FR 13254), FDA established a 



standardized format and standardized 
content for the labeling of OTC drug 
products. Table 1 of this document 
shows how the warnings proposed in 
the TFM have been revised in this final 
rule based on comments received and 
using the new format in § 201.66. Using 
the format in § 201.66(c)(4), the 
warnings in §§ 347.50(c) and 347.52(c) 
appear as follows: 



Table 1.— Revision of Proposed Monograph Warnings to New Format 



Skin Protectant Tentative Final Monograph 


Skin Protectant Final Monograph 


Not to be applied over deep or puncture wounds, infec- 
tions, or lacerations. Consult a doctor. Do not use on 
broken skin. 


Do not use on 

• deep puncture wounds • animal bites 

• serious burns • broken skin 1 


Avoid contact with the eyes. 

Keep powder away from child's face to avoid inhalation, 

which can cause breathing problems. 
Take special care to avoid slipping when getting into 

and out of the tub. 


When using this product 

• do not get into eyes 

• keep away from face and mouth to avoid breathing it 

• in some skin conditions, soaking too long may overdry 

• to avoid slipping, use mat in tub or shower 


If condition worsens or does not improve within 7 days, 
consult a doctor. 


Stop use and ask doctor if 

• condition worsens 

• symptoms last more than 7 days or clear up and occur again within a few days 


For external use only. 


For external use only 2 



1 0nly required for powder products containing kaolin or topical starch. See § 347.50(c)(6). 

2 In bold type on the line immediately following the line for the Warnings heading. See §201.66(c)(5)(i) and (d)(6). 



Section 201.66(d)(10) (21 CFR 
201.66(d)(10)), which sets forth format 
and content requirements for OTC drug 
product labeling, establishes a modified 
labeling format for small packages that 
need more than 60 percent of their total 
surface area available to bear labeling to 
meet the format requirements of 
§ 201.66(d)(1) through (d)(9). The 
agency stated in the final rule that 
established these labeling requirements 
that it would consider additional 
approaches for accommodating certain 
products in their respective 
monographs, taking into consideration 
the risks and benefits of the drug, the 
intended use, and the need to 
communicate limitations or restrictions 
about the use of the product to the target 
population (64 FR 13254 at 13270). 

In the final monograph for OTC 
sunscreen drug products (64 FR 27666 
at 27678), the agency discussed 
modified warnings for lip balm products 
and stated that it expects to adopt the 
same modifications when it issues the 
final monograph for OTC skin 
protectant drug products. Accordingly, 
the agency is establishing additional 
labeling exemptions for Hp balm/lip 
protectant products that meet the 
criteria established in §201.66(d)(10). 
The specifications for products 
formulated and labeled as a lip 



protectant or lip balm that meet the 
criteria established in §201.66(d)(10) 
are in § 347.50(e) of the skin protectant 
final monograph. In making this 
determination for lip protectant/lip 
balm products, the agency considered a 
number of factors that were discussed in 
the final rule that established the new 
OTC drug product labeling format in 
§ 201.66 (64 FR 13254 at 13270). These 
factors include the risks and benefits of 
the drug, the intended use, and the need 
to communicate limitations or 
restrictions about the use of the product 
to the target population. Lip protectant/ 
lip balm products are typically 
packaged in small amounts, applied to 
limited areas of the body, have a high 
therapeutic index, carry extremely low 
risk in actual consumer use situations, 
provide a favorable public health 
benefit, require no specified dosage 
limitation, and require few specific 
warnings and no general warnings (e.g., 
pregnancy or overdose warnings). For 
these reasons, the agency has concluded 
that minimal information is needed for 
the safe and effective use of such 
products. 

The agency is also including in this 
final rule some modified labeling 
requirements in § 347.50(f) of the final 
monograph for products containing only 
cocoa butter, petrolatum, or white 



petrolatum singly or in combination 
with each other when marketed other 
than as a lip protectant or lip balm. In 
making this decision for cocoa butter, 
the agency considered the factors 
discussed in the previous paragraphs 
and the Panel's recommendations on 
cocoa butter. The Panel stated in its 
safety evaluation of cocoa butter (43 FR 
34628 at 34635) that "No reports 
regarding the safety of cocoa butter have 
been specifically identified. However, 
the Panel recognizes that its safety has 
been established by its wide and 
continuous use in pharmaceutical 
products and cosmetics. Clinical and 
marketing experience has confirmed 
that cocoa butter is safe in the dosage 
range used as a skin protectant." Thus, 
these products have an extremely low 
risk in actual consumer use situations. 
In addition, the agency has considered 
the OTC uses for this ingredient as 
providing temporary protection of 
minor cuts, scrapes, burns, and chapped 
or cracked skin and lips. Application to 
these areas for these uses will likely be 
infrequent and to limited areas of the 
body. In making this decision for 
petrolatum and white petrolatum, the 
agency considered the factors discussed 
in the previous paragraphs, the PaneFs 
recommendations, and the evidence and 
data described in section II., comment 
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29 of this document. The Panel stated in 
its safety evaluation of petrolatum 
preparations (43 FR 34628 at 34639) that 
"Petrolatum is not absorbed through 
intact or injured skin and is neither 
sensitizing nor irritating. Large amounts 
are essentially nontoxic when ingested 
in liquid laxative preparations. Clinical 
and marketing experience has 
confirmed that petrolatum is safe in the 
OTC dosage range used as a skin 
protectant." As noted for cocoa butter, 
the agency has considered the OTC uses 
for these ingredients and believes that 
application to these areas for these uses 
will likely be infrequent and to limited 
areas of the body. The agency concludes 
that petrolatum and white petrolatum 
have an extremely low risk in actual 
consumer use situations. Moreover, both 
products provide a favorable public 
health benefit, require no specified 
dosage limitation, and require few 
specific warnings nad no general 
warnings (e.g., pregnancy or overdose 
warnings). 

V. Stay of § 347.20(d) and Part 352 

The agency is lifting the stay for the 
sunscreen monograph in part 352 for the 
sole purpose of amending the codified 
language as set forth in the skin 
protectant final monograph. Once the 
codified language is amended, part 352 
will remain stayed indefinitely. The 
agency is also staying § 347.20(d) 
because it involves combination 
products that contain sunscreen active 
ingredients. To the extent that 5 U.S.C. 
553 applies to this action, it is exempt 
from notice and comment because it 
constitutes a rule of procedure under 5 
U.S.C. 553(b)(3)(A). Alternatively, the 
agency's implementation of this action 
without opportunity for public 
comment comes within die good cause 
exceptions in 5 U.S.C. 553(b)(3)(B) in 
that obtaining public comment is 
impracticable, unnecessary, and 
contrary to the public interest. The 
agency complied with the notice and 
comment procedures in 5 U.S.C. 553 
when it issued the skin protectant final 
monograph set forth in this notice. The 
agency is lifting the stay for part 352 in 
order to revise part 352 to be consistent 
with that monograph. As the agency 
stated in the Federal Register of 
December 31, 2001 (66 FR 67485), FDA 
intends to publish a proposal to amend 
part 352 in order to develop a 
comprehensive sunscreen monograph 
that addresses formulation, labeling, 
and testing requirements for both 
ultraviolet B (UVB) and ultraviolet A 
(UVA) radiation protection. That 
amendment will propose a new effective 
date for part 352 and for § 347.20(d). 
Thus, there will be an opportunity for 



public comment on the new effective 
date within the proposed amendment to 
part 352. In accordance with 21 CFR 
10.40(e)(1), FDA is providing an 
opportunity for comment on whether 
this partial stay should be modified or 
revoked. 

VI. Analysis of Impacts 

An analysis of the costs and benefits 
of this regulation, conducted under 
Executive Order 12291, was discussed 
in the TFM for OTC skin protectant drug 
products (48 FR 6820 at 6831). The 
agency certified that under the 
Regulatory Flexibility Act the proposed 
rule would not have a significant 
economic impact on a substantial 
number of small entities. No comments 
were received on the economic impact 
of this rulemaking. 

FDA has examined the impacts of the 
final rule under Executive Order 12866, 
the Regulatory Flexibility Act (5 U.S.C. 
601-612), and the Unfunded Mandates 
Reform Act of 1995 (2 U.S.C. 1501 et 
seq.}. Executive Order 12866 directs 
agencies to assess all costs and benefits 
of available regulatory alternatives and, 
when regulation is necessary, to select 
regulatory approaches that maximize 
net benefits (including potential 
economic, environmental, public health 
and safety, and other advantages; 
distributive impacts; and equity). Under 
the Regulatory Flexibility Act, if a rule 
may have a significant economic impact 
on a substantial number of small 
entities, an agency must analyze 
regulatory options that would minimize 
any significant impact of the rule on 
small entities. Section 202(a) of the 
Unfunded Mandates Reform Act of 1995 
requires that agencies prepare a written 
statement and economic analysis before 
proposing any rule that may result in an 
expenditure by State, local, and tribal 
governments, in the aggregate, or by the 
private sector, of $100 million in any 
one year (adjusted annually for 
inflation). The proposed ruJes that have 
led to the development of this final rule 
were published on February 15, 1983, 
and October 3, 1989, before the 
Unfunded Mandates Reform Act of 1995 
was enacted. The agency explains in 
this final rule that the final rule will not 
result in an expenditure by State, local, 
and tribal governments, in the aggregate, 
or by the private sector, of $100 million 
in any one year. 

The agency concludes that this final 
rule is consistent with the principles set 
out in Executive Order 12866 and in 
these two statutes. The final rule is not 
a significant regulatory action as defined 
by the Executive order and so is not 
subject to review under the Executive 
order. The Unfunded Mandates Reform 



Act does not require FDA to prepare a 
statement of costs and benefits for this 
final rule, because the final rule is not 
expected to result in any 1-year 
expenditure that would exceed $100 
million adjusted for inflation. The 
current inflation adjusted statutory 
threshold is about $110 million. 

The purpose of this final rule is to 
establish allowable monograph 
ingredients and labeling under which 
OTC skin protectant drug products are 
generally recognized as safe and 
effective. Of the 29 active ingredients 
considered in this final rule, 19 are 
being included in the final monograph 
while 10 are not. Of the 10 not included, 
1 is deferred to the final rule on OTC 
skin protectant diaper rash drug 
products and 1 may be included 
pending development of a USP/NF 
monograph for the ingredient. 

Products containing the remaining 
eight active ingredients will need to be 
reformulated to delete and replace the 
ingredient(s) with another (monograph) 
skin protectant active ingredient or an 
inactive vehicle. As discussed in section 
II, comment 34 of this document, at 
least three and maybe five of these eight 
ingredients also could be used as 
inactive (vehicle) ingredients in topical 
drug products. Therefore, some of these 
manufacturers may be able to relabel 
their products without reformulations to 
comply with this rule. 

The agency's Drug Listing System 
identifies approximately 4,000 drug 
products containing these 8 ingredients; 
however, only a limited number of these 
products list these ingredients as active 
for a skin protectant drug product (table 
2) in the next paragraph of this 
document. 



Table 2— Number of Marketers 
and Products Listing Ingredi- 
ents as Active 



Ingredient 


No. of 
Marketers 


No. of 
Products 


Beeswax 


2 


2 


Boric acid 


21 


22 


Cetyl alcohol 


3 


9 



The cost to reformulate a product will 
vary greatly depending on the nature of 
the change in formulation, the product, 
the process, and the size of the firm. 
Some of the 33 manufacturers of the 50 
products containing nonmonograph 
active ingredients may not have to 
reformulate. For those products that 
need reformulation, the cost can be 
significant. Because of the large number 
of monograph active ingredients 
available for reformulation, no 
manufacturer should need to change its 
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dosage form; however, it will have to 
redo the validation (product, process, 
new supplier), conduct stability tests, 
and change master production records. 
The agency estimates the cost of 
reformulation to range from $100,000 to 
$500,000. Therefore, if all 50 products 
are reformulated, the midpoint of the 
cost estimate implies total costs of $15 
million. However, the agency believes 
the total costs will be much smaller 
because not all manufacturers will have 
to reformulate and some may choose to 
discontinue a product line if sales are 
too low to justify the added cost and/ or 
they also produce substitute products 
that do not require reformulation. 

Because these products must be 
manufactured in compliance with the 
pharmaceutical current good 
manufacturing practices (21 CFR parts 
210 and 211), all firms would have the 
necessary skills and personnel to 
perform these tasks either in- house or 
by contractual arrangement. No 
additional professional skills are 
needed. 

This final rule establishes the 
monograph for OTC skin protectant 
drug products and will require 
relabeling of all products covered by the 
monograph. The agency's Drug Listing 
System identifies approximately 1,300 
OTC skin protectant drug products 
containing the 29 ingredients covered 
by this final rule. It is likely that there 
are a number of additional products that 
are not currently included in the 
agency's system. Also, as indicated 
previously, a number of the skin 
protectant ingredients can be and often 
are used as inactive ingredients in many 
of the OTC drug products included in 
the Drug Listing System. While it is 
difficult to determine an exact number, 
the agency estimates that 2,000 to 2,500 
OTC stockkeeping units (SKUs) 
(individual products, packages, and 
sizes) will need to be relabeled based on 
this final rule. Based on information in 
the Drug Listing System, the agency 
estimates there are at least 200 
manufacturers and 700 marketers of 
these products. Marketers, however, 
generally do not incur these costs 
because manufacturers of OTC drug 
products are usually responsible for 
product labeling, testing, and 
formulation. 

Estimates of relabeling costs for the 
type of changes required by this rule 
vary greatly and range from $500 to 
$15,000 per SKU depending on whether 
the products are nationally branded or 
private label. The agency assumes the 
same weighted average cost to relabel 
(i.e., $3,600 per SKU) that it estimated 
for the final rule requiring uniform label 
formats of OTC drug products (64 FR 



13254 at 13279 to 13281). Assuming 
2,000 to 2,500 affected OTC SKUs in the 
marketplace, total one-time costs of 
relabeling would be $7.2 to $9.0 million. 
Because frequent labeling redesigns are 
a recognized cost of doing business in 
the OTC drug industry, these costs may 
be less. Manufacturers that make 
voluntary market-driven changes to 
their labeling during the 
implementation period can implement 
the regulatory requirements for a 
nominal cost. The final rule would not 
require any new reporting or 
recordkeeping activities. 

This final rule may have an economic 
impact on some small entities. The 
agency's Drug Listing System indicates 
that about 700 marketers will need to 
relabel, and that this relabeling will be 
prepared by about 200 manufacturers, 
most of which are private label or 
contract manufacturers. Based on the 
Small Business Administration's 
determination that a small firm in this 
industry has fewer than 750 employees, 
roughly 70 percent of the firms are 
considered small. The economic impact 
on any particular firm is very difficult 
to measure, because it will vary with the 
type and number of products affected, 
the number of SKUs per product, and 
the ability to coordinate these label 
changes with those required for other 
purposes. For example, assuming 
average industry costs, a small company 
that had 5 products with 3 SKUs each, 
for a total of 15 SKUs, would experience 
a one-time cost of $54,000 (15 x $3,600). 
A small private label manufacturer with 
the same product line and 10 customers 
per SKU, for a total of 150 SKU's, would 
experience a one-time cost of $540,000 
(150 x $3,600). If one or more products 
needed to be reformulated, the costs 
would increase by $100,000 to $500,000 
per reformulation. Some of these 
relabeling costs may be mitigated to the 
extent that manufacturers can 
coordinate this relabeling with 
relabeling requirements for the 
standardized format and content 
labeling requirements of OTC drug 
products (§ 201.66) and the sunscreen 
rule. Products with annual sales less 
than $25,000 have 1 additional year. 
Therefore, many of the labeling 
revisions may be done in the normal 
course of business. These steps should 
help to minimize the impact on small 
entities by providing enough time for 
implementation to enable entities to use 
up existing labeling stock. The agency 
believes that these actions provide 
substantial flexibility and reductions in 
cost for small entities. 

The agency considered but rejected 
several labeling alternatives: (1) A 
shorter or longer implementation 



period, and (2) an exemption from 
coverage for small entities. While the 
agency believes that consumers would 
benefit from having this new labeling in 
place as soon as possible, a longer time 
period would unnecessarily delay the 
benefit of new labeling and revised 
formulations, where applicable, to 
consumers. The agency rejected an 
exemption for small entities because the 
new labeling and revised formulations, 
where applicable, are also needed by 
consumers who purchase products 
marketed by those entities. However, a 
longer (24-month) compliance date is 
being provided for products with annual 
sales less than $25,000. 

This analysis shows that the agency 
has undertaken important steps to 
reduce the burden to small entities. 
Thus, this economic analysis, together 
with other relevant sections of this 
document, serves as the agency's final 
regulatory flexibility analysis, as 
required under the Regulatory 
Flexibility Act. 

VII. Paperwork Reduction Act of 1995 

FDA concludes that the labeling 
requirements in this document are not 
subject to review by the Office of 
Management and Budget because they 
do not constitute a "collection of 
information 1 ' under the Paperwork 
Reduction Act of 1995 (44 U.S.C. 3501 
et seq.). Rather, the labeling statements 
are a "public disclosure of information 
originally supplied by the Federal 
Government to the recipient for the 
purpose of disclosure to the public" (5 
CFR 1320.3(c)(2)). 

VIII. Federalism 

FDA has analyzed this final rule in 
accordance with the principles set forth 
in Executive Order 13132. FDA has 
determined that the rule does not 
contain policies that have substantial 
direct effects on the States, on the 
relationship between National 
Government and the States, or on the 
distribution of power and 
responsibilities among the various 
levels of government. Accordingly, the 
agency has concluded that the rule does 
not contain policies that have 
federalism implications as defined in 
the Executive order and, consequently, 
a federalism summary impact statement 
is not required. 

IX. Environmental Impact 

The agency has determined under 21 
CFR 25.31(a) that this action is of a type 
that does not individually or 
cumulatively have a significant effect on 
the human environment. .Therefore, 
neither an environmental assessment 
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nor an environmental impact statement 
is required. 

X. Request for Comments 

This final rule includes reduced 
labeling requirements for products 
formulated and labeled as a lip 
protectant that meet the criteria 
established in § 201.66(d)(10) {see 
§ 347.60(e)); for products containing 
only cocoa butter, petrolatum, or white 
petrolatum identified in § 347.10(d), 
(m), and (r), used singly or in 
combination with each other, and 
marketed other than as a lip protectant 
(see § 347.60(f)); for sunscreen drug 
products labeled for use only on specific 
small areas of the face (e.g., lips, nose, 
ears, and/or around eyes) and that meet 
the criteria established in 
§ 201.66(d)(10) [see § 352.52(f)); and for 
combinations of skin protectant and 
sunscreen active ingredients {see 
§ 352.60(b)(2), (c), and (d)). Some of this 
reduced labeling results from the 
modified labeling format for OTC drug 
products in § 201.66(d){10), which did 
not exist when the TFM and amended 
TFM were published. Some of this 
reduced labeling is in response to 
comments specifically addressing 
petrolatum and white petrolatum, 
which the agency has extended to cocoa 
butter. The agency is providing 90 days 
for comment on the specific labeling 
requirements discussed in this section. 
Comments should be identified with the 
docket number found in brackets in the 
heading of this document. Three copies 
of all mailed comments are to be 
submitted. Individuals submitting 
written comments or anyone submitting 
electronic comments may submit one 
copy. Received comments may be seen 
in the Dockets Management Branch [see 
ADDRESSES) between 9 a.m. and 4 p.m., 
Monday through Friday. If the 
comments justify a change in labeling, 
the agency will propose to amend the 
final monographs accordingly at a later 
date. Because the amendment process 
can take a significant period of time, 
manufacturers of the products covered 
by this final rule should implement the 
labeling stated therein at this time, 
unless the compliance date has been 
stayed. 
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List of Subjects 

21 CFR Part 310 

Administrative practice and 
procedure, Drugs, Labeling, Medical 
devices, Reporting and recordkeeping 
requirements. 

21 CFR Parts 347 and 352 
Labeling, Over-the-counter drugs. 

■ Therefore, under the Federal Food, 
Drug, and Cosmetic Act and under 
authority delegated to the Commissioner 
of Food and Drugs, 21 CFR parts 310, 
347, and 352 are amended as follows: 
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PART 310 — NEW DRUGS 

■ 1. The authority citation for 21 CFR 
part 310 continues to read as follows: 

Authority: 21 U.S.C. 321, 331, 351, 352, 
353, 355, 360b-360f, 360j, 361(a), 371, 374, 
375, 379e; 42 U.S.C. 216, 241, 242(a), 262, 
263b-263n. 

■ 2. Section 310.545 is amended by 
revising paragraphs (a)(18)(i), (a)(18)(v), 
(a)(l8)(vi), and (d)(1), and by adding 
paragraph (d)(32) to read as follows: 

§ 31 0.545 Drug products containing 
certain active ingredients offered over-the- 
counter (OTC) for certain uses. 

(a) * * * 

(18)* * * 

(i)(A) Ingredients — Approved as of 
May 7, 1991. 

Allantoin (wound healing claims only) 

Sulfur 

Tannic acid 

Zinc acetate (wound healing claims 
only) 

(B) Ingredients — Approved as of June 
4, 2004; June 6, 2005, for products with 
annual sales less than $25,000. 
Beeswax 

Bismuth subnitrate 

Boric acid 

Cetyl alcohol 

Glyceryl stearate 

Isopropyl palmitate 

Live yeast cell derivative 

Shark liver oil 

Stearyl alcohol 
***** 

(v) Insect bite and sting drug 
products. 

(A) Ingredients — Approved as of May 
7, 1991. 

Alcohol 

Alcohol, ethoxylated alkyl 

Ammonia solution, strong 

Ammonium hydroxide 

Benzalkonium chloride 

Camphor 

Ergot fluid extract 

Ferric chloride 

Menthol 

Peppermint oil 

Phenol 

Pyrilamine maleate 
Sodium borate 
Trolamine 
Turpentine oil 
Zirconium oxide 

(B) Ingredients — Approved as o/June 
4, 2004; June 6, 2005, for products with 
annual sales less than $25,000. 
Beeswax 

Bismuth subnitrate 



Boric acid 
Cetyl alcohol 
Glyceryl stearate 
Isopropyl palmitate 
Live yeast cell derivative 
Shark liver oil 
Stearyl alcohol 

(vi) Poison ivy f poison oak, and 
poison sumac drug products. 

(A) Ingredients — Approved as of May 
7, 1991. 
Alcohol 

Anion and cation exchange resins 
buffered 

Benzethonium chloride 

Benzocaine 

Benzyl alcohol 

Bismuth subnitrate 

Bithionol 

Boric acid 

Camphor 

Cetalkonium chloride 
Chloral hydrate 
Chlorpheniramine maleate 
Creosote 

Diperodon hydrochloride 

Diphenhydramine hydrochloride 

Eucalyptus oil 

Ferric chloride 

Glycerin 

Hectorite 

Hydrogen peroxide 

Impatiens biflora tincture 

Iron oxide 

Isopropyl alcohol 

Lanolin 

Lead acetate 

Lidocaine 

Menthol 

Merbromin 

Mercuric chloride 

Panthenol 

Parethoxycaine hydrochloride 
Phenol 

Phenyltoloxamine dihydrogen citrate 

Povidone-vinylacetate copolymers 

Salicylic acid 

Simethicone 

Tannic acid 

Topical starch 

Trolamine 

Turpentine oil 

Zirconium oxide 

Zyloxin 

(B) Ingredients — Approved as o/June 
4, 2004; June 6, 2005, for products with 
annual sales less than $25,000. 
Beeswax 

Bismuth subnitrate 



Boric acid 

Cetyl alcohol 

Glyceryl stearate 

Isopropyl palmitate 

Live yeast cell derivative 

Shark liver oil 

Stearyl alcohol 
***** 

(d) * * * 

(1) May 7, 1991, for products subject 
to paragraphs (a)(1) through (a)(2)(i), 
(a)(3)(i), (a)(4), (a)(6)(i)(A), (a)(6)(ii)(A), 
(a)(7) (except as covered by paragraph 
(d)(3) of this section), (a)(8)(i), (a)(10)(i) 
through (a)(10)(iii), (a)(12)(i) through 
(a)(12)(iv)(A), (a)(14) through (a)(15)(i), 
(a)(16) through (a)(18)(i)(A), (a)(18)(ii) 
(except as covered by paragraph (d)(22) 
of this section), (a)(18)(iii), (a)(18)(iv), 
(a)(18)(v)(A), and (a)(18)(vi)(A) of this 
section. 

***** 

(32) June 4, 2004, for products subject 
to paragraphs (a)(18)(i)(B), (a)(18)(v)(B), 
and (a)(18)(vi)(B) of this section. June 6, 
2005, for products with annual sales 
less than $25,000. 

PART 347 — SKIN PROTECTANT DRUG 
PRODUCTS FOR OVER-THE- 
COUNTER HUMAN USE 

■ 3. The authority citation for 21 CFR 
part 347 continues to read as follows: 

Authority: 21 U.S.C. 321, 351, 352, 353, 
355, 360, 371. 

■ 4. Part 347 is amended by revising the 
heading for subpart A to read as follows: 

Subpart 'A— General Provisions 

***** 

■ 5. Section 347.3 is revised to read as 
follows: 

§347.3 Definitions. 

As used in this part: 

Astringent drug product. A drug 
product applied to the skin or mucous 
membranes for a local and limited 
protein coagulant effect. 

Lip protectant drug product. A drug 
product that temporarily prevents 
dryness and helps relieve chapping of 
the exposed surfaces of the lips; 
traditionally called "lip balm." 

Poison ivy f oak, sumac dermatitis. An 
allergic contact dermatitis due to 
exposure to plants of the genus Rhus 
(poison ivy, poison oak, poison sumac), 
which contain urushiol, a potent skin- 
sensitizer. 

Skin protectant drug product. A drug 
product that temporarily protects 
injured or exposed skin or mucous 
membrane surfaces from harmful or 
annoying stimuli, and may help provide 
relief to such surfaces. 
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■ 6. Section 347.10 is redesignated as 
§ 347.12 and revised, and subpart B, 
consisting of a new § 347.10, newly 
redesignated §347.12, and new §347.20, 
is added to read as follows: 

Subpart B — A tiv Ingredients 

Sec. 

347.10 Skin protectant active ingredients. 
347.12 Astringent active ingredients. 
347.20 Permitted combinations of active 
ingredients. 

Subpart B — Active Ingredients 

§ 347. 1 0 Skin protectant active 
ingredients. 

The active ingredients of the product 
consist of any of the following, within 
the concentration specified for each 
ingredient: 

(a) Allantoin, 0.5 to 2 percent. 

(b) Aluminum hydroxide gel, 0.15 to 
5 percent. 

(c) Calamine, 1 to 25 percent. 

(d) Cocoa butter, 50 to 100 percent. 

(e) Cod liver oil, 5 to 13.56 percent, 
in accordance with § 347.20(a)(1) or 
(a)(2), provided the product is labeled so 
that the quantity used in a 24-hour 
period does not exceed 10,000 U.S.P. 
Units vitamin A and 400 U.S.P. Units 
cholecalciferol. 

(f) Colloidal oatmeal, 0.007 percent 
minimum; 0.003 percent minimum in 
combination with mineral oil in 
accordance with § 347.20(a)(4). 

(g) Dimethicone, 1 to 30 percent. 

(h) Glycerin, 20 to 45 percent. 

(i) Hard fat, 50 to 100 percent, 
(j) Kaolin, 4 to 20 percent. 

(k) Lanolin, 12.5 to 50 percent. 

(1) Mineral oil, 50 to 100 percent; 30 
to 35 percent in combination with 
colloidal oatmeal in accordance with 
§ 347.20(a)(4). 

(m) Petrolatum, 30 to 100 percent. 

(n) [Reserved] 

(o) Sodium bicarbonate. 

(p) [Reserved] 

(q) Topical starch, 10 to 98 percent, 
(r) White petrolatum, 30 to 100 
percent. 

(s) Zinc acetate, 0.1 to 2 percent, 
(t) Zinc carbonate, 0.2 to 2 percent, 
(u) Zinc oxide, 1 to 25 percent. 

§ 347.12 Astringent active ingredients. 

The active ingredient of the product 
consists of any one of the following 
within the specified concentration 
established for each ingredient: 

(a) Aluminum acetate, 0.13 to 0.5 
percent (depending on the formulation 
and concentration of the marketed 
product, the manufacturer must provide 
adequate directions so that the resulting 
solution to be used by the consumer 
contains 0.13 to 0.5 percent aluminum 
acetate). 



(b) Aluminum sulfate, 46 to 63 
percent (the concentration is based on 
the anhydrous equivalent). 

(c) Witch hazel. • 

§ 347.20 Permitted combinations of active 
ingredients. 

(a) Combinations of skin protectant 
active ingredients. (1) Any two or more 
of the ingredients identified in 

§ 347.10(a), (d), (e), (i), (k), (1), (m), and 
(r) may be combined provided the 
combination is labeled according to 
§ 347.50(b)(1) and provided each 
ingredient in the combination is within 
the concentration specified in § 347.10. 

(2) Any two or more of the ingredients 
identified in § 347.10(a), (d), (e), (g), (h), 
(i), (k), (1), (m), and (r) may be combined 
provided the combination is labeled 
according to § 347.50(b)(2) and provided 
each ingredient in the combination is 
within the concentration specified in 
§347.10. 

(3) Any two or more of the ingredients 
identified in § 347.10(b), (c), (j), (s), (t), 
and (u) may be combined provided the 
combination is labeled according to 

§ 347.50(b)(3) and provided each 
ingredient in the combination is within 
the concentration specified in § 347.10. 

(4) The ingredients identified in 

§ 347.10(f) and (1) may be combined 
provided the combination is labeled 
according to § 347.50(b)(7) and provided 
each ingredient in the combination is 
within the concentration specified in 
§347.10. 

(b) Combinations of skin protectant 
and external analgesic active 
ingredients. Any one (two when 
required to be in combination) or more 
of the active ingredients identified in 

§ 347.10(a), (d), (e), (i), (k), (1), (m), and 
(r) may be combined with any of the 
following generally recognized as safe 
and effective external analgesic active 
ingredients: Single amine and "caine"- 
type local anesthetics, alcohols and 
ketones, antihistamines, or any 
permitted combination of these 
ingredients, but not with 
hydrocortisone, provided the product is 
labeled according to § 347.60(b)(1). 

(c) Combinations of skin protectant 
and first aid antiseptic active 
ingredients. Any one (two when 
required to be in combination) or more 
of the active ingredients identified in 

§ 347.10(a), (d), (e), (i), (k), (1), (m), and 
(r) may be combined with any generally 
recognized as safe and effective single 
first aid antiseptic active ingredient, or 
any permitted combination of these 
ingredients, provided the product is 
labeled according to § 347.60(b)(2). 

(d) Combinations of skin protectant 
and sunscreen active ingredients. Any 
one (two when required to be in 



combination) or more of the skin 
protectant active ingredients identified 
in § 347.10(a), (d), (e), (g), (h), (i), (k), (1), 
(m), and (r) may be combined with any 
generally recognized as safe and 
effective single sunscreen active 
ingredient, or any permitted 
combination of these ingredients, 
provided the product meets the 
conditions in § 352.20(b) of this chapter 
and is labeled according to 
§§ 347.60(b)(3) and 352.60(b) of this 
chapter. 

■ 7. Section 347.20(d) is stayed until 
further notice. 

■ 8. Section 347.50 is redesignated as 
§347.52 and revised, and subpart C, 
consisting of a new § 347.50, newly 
redesignated § 347.52, and new § 347.60, 
is added to read as follows: 

Subpart C — Labeling 

Sec. 

347.50 Labeling of skin protectant drug 
products. 

347.52 Labeling of astringent drug products. 
347.60 Labeling of permitted combinations 
of active ingredients. 

Subpart C — Labeling 

§ 347.50 Labeling of skin protectant drug 
products. 

A skin protectant drug product may 
have more than one labeled use and 
labeling appropriate to different uses 
may be combined to eliminate 
duplicative words or phrases as long as 
the labeling is clear and understandable. 
When the labeling of the product 
contains more than one labeled use, the 
appropriate statement(s) of identity, 
indications, warnings, and directions 
must be stated in the labeling. 

(a) Statement of identity. The labeling 
of the product contains the established 
name of the drug, if any, and identifies 
the product with one or more of the 
following: 

(1) For any product. "Skin protectant" 
(optional, may add dosage form, e.g., 
"cream," "gel," "lotion," or 
"ointment"). 

(2) For products containing any 
ingredient in §347.10(bl (c), (j), (s), (t), 
and (u). "Poison ivy, oak, sumac 
drying" (optional, may add dosage form, 
e.g., "cream," "gel," "lotion," or 
"ointment"). 

(3) For products containing any 
ingredient in § 347.10(b), (c) t (f), (j), (o), 
(s), (t), and (u). "Poison ivy, oak, sumac 
protectant." 

(b) Indications. The labeling of the 
product states, under the heading 
"Uses," one or more of the phrases 
listed in this paragraph (b), as 
appropriate. Other truthful and 
nonmisleading statements, describing 
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only the uses that have been established 
and listed in this paragraph (b), may 
also be used, as provided in § 330.1(c)(2) 
of this chapter, subject to the provisions 
of section 502 of the Federal Food, Drug, 
and Cosmetic Act (the act) relating to 
misbranding and the prohibition in 
section 301(d) of the act against the 
introduction or delivery for introduction 
into interstate commerce of unapproved 
new drugs in violation of section 505(a) 
of the act. 

(1) For products containing any 
ingredient in § 347.10(a), (d), (e), (i), (k), 
(1), (m), and (r). The labeling states 
"temporarily protects minor: [bullet] 1 
cuts [bullet] scrapes [bullet] burns". 

(2) For products containing any 
ingredient in § 347.10(a), (d) f (e), (g), (h), 
(i), (k), (I), (m) f and (r)—(i). The labeling 
states "temporarily protects" (which 
may be followed by: "and helps 
relieve") "chapped or cracked skin" 
(which may be followed by: "and lips"). 
This statement may be followed by the 
optional statement: "helps protect from 
the drying effects of wind and cold 
weather". [If both statements are used, 
each is preceded by a bullet.] 

(ii) For products formulated as a lip 
protectant The labeling states 
"temporarily protects" (which may be 
followed by: "and helps relieve") 
"chapped or cracked lips". This 
statement may be followed by the 
optional statement: "helps protect lips 
from the drying effects of wind and cold 
weather". [If both statements are used, 
each is preceded by a bullet.] 

(3) For products containing any 
ingredient in § 347.10(b), (c), (j), (s), (t), 
and (u). The labeling states "dries the 
oozing and weeping of poison: [bullet] 
ivy [bullet] oak [bullet] sumac". 

(4) For products containing colloidal 
oatmeal identified in § 347.10(f). The 
labeling states "temporarily protects and 
helps relieve minor skin irritation and 
itching due to: [select one or more of the 
following: '[bullet] rashes' '[bullet] 
eczema' '[bullet] poison ivy, oak, or 
sumac* '[bullet] insect bites']." 

(5) For products containing sodium 
bicarbonate identified in §347.10(o). 
The labeling states "temporarily 
protects and helps relieve minor skin 
irritation and itching due to: [bullet] 
poison ivy, oak, or sumac [bullet] insect 
bites". 

(6) For products containing topical 
starch identified in §347.10(q). The 
labeling states "temporarily protects and 
helps relieve minor skin irritation". 

(7) For products containing the 
combination of ingredients in 

§ 347.20(a)(4). The labeling states 



1 See § 201.66[b)(4) of this chapter for definition 
of bullet symbol. 



"temporarily protects and helps relieve 
minor skin irritation and itching due to: 
[select one or more of the following: 
'rashes' or 'eczema']." [If both 
conditions are used, each is preceded by 
a bullet.] 

(c) Warnings. The labeling of the 
product contains the following warnings 
under the heading "Warnings": 

(1) "For external use only" in accord 
with §201.66(c)(5)(i) of this chapter. For 
products containing only mineral oil in 
§ 347.10(1) or sodium bicarbonate in 

§ 347.10(o), this warning may be 
omitted if labeling for oral use of the 
product is also provided. 

(2) "When using this product [bullet] 
do not get into eyes". 

(3) "Stop use and ask a doctor if 
[bullet] condition worsens [bullet] 
symptoms last more than 7 days or clear 
up and occur again within a few days". 

(4) For products labeled according to 
§ 347.50(b)(1) or (b)(2): "Do not use on 
[bullet] deep or puncture wounds 
[bullet] animal bites [bullet] serious 
burns". 

(5) For products containing colloidal 
oatmeal identified in § 347.10(f) when 
labeled for use as a soak in a tub. "When 
using this product [bullet] to avoid 
slipping, use mat in tub or shower". 

(6) For powder products containing 
kaolin identified in § 347.10(j) or topical 
starch identified in § 347.10{q)— (i) "Do 
not use on [bullet] broken skin". 

(ii) "When using this product [bullet] 
keep away from face and mouth to avoid 
breathing it". 

(7) For products containing colloidal 
oatmeal identified in § 347.10(f) or 
sodium bicarbonate identified in 

§ 347.10(o) when labeled for use as a 
soak, compress, or wet dressing. "When 
using this product [bullet] in some skin 
conditions, soaking too long may 
overdry". 

(d) Directions. The labeling of the 
product contains the following 
statements, as appropriate, under the 
heading "Directions": 

(1) For products labeled according to 
§ 347.50(b)(1), (b)(2), (b)(3), (b)(5), or 
(b)(6). The labeling states "apply as 
needed". 

(2) For products containing colloidal 
oatmeal identified in § 347.10(f) — (i) For 
products requiring dispersal in water. 
The labeling states "[bullet] turn warm 
water faucet on to full force [bullet] 
slowly sprinkle" (manufacturer to insert 
quantity to be used) "of colloidal 
oatmeal directly under the faucet into 
the tub or container [bullet] stir any 
colloidal oatmeal settled on the 
bottom". 

(A) For products used as a soak in a 
bath. The manufacturer must provide 
adequate directions to obtain a solution 



containing a minimum of 0.007 percent 
colloidal oatmeal or 0.003 percent 
colloidal oatmeal in the oilated form for 
a tub bath, sitz bath, or infant bath, or 
a minimum of 0.25 percent colloidal 
oatmeal for a foot bath. "For use as a 
soak in a bath: [bullet] soak affected area 
for 15 to 30 minutes as needed, or as 
directed by a doctor [bullet] pat dry (do 
not rub) to keep a thin layer on the 
skin". 

(B) For products used as a compress 
or wet dressing. The manufacturer must 
provide adequate directions to obtain a 
solution containing a minimum of 0.25 
percent colloidal oatmeal. "For use as a 
compress or wet dressing: [bullet] soak 
a clean, soft cloth in the mixture [bullet] 
apply cloth loosely to affected area for 
15 to 30 minutes [bullet] repeat as 
needed or as directed by a doctor 
[bullet] discard mixture after each use". 

(ii) For topical products intended for 
direct application. The labeling states 
"apply as needed". 

(3) For products containing sodium 
bicarbonate identified in §347.10(o). 
The labeling states "[bullet] adults and 
children 2 years of age and over:" 

(i) The labeling states "For use as a 
paste: [bullet] add enough water to the 
sodium bicarbonate to form a paste 
[bullet] apply to the affected area of the 
skin as needed, or as directed by a 
doctor". 

(ii) The labeling states "For use as a 
soak in a bath: [bullet] dissolve 1 to 2 
cupfuls in a tub of warm water [bullet] 
soak for 10 to 30 minutes as needed, or 
as directed by a doctor [bullet] pat dry 
(do not rub) to keep a thin layer on the 
skin". 

(iii) The labeling states "For use as a 
compress or wet dressing: [bullet] add 
sodium bicarbonate to water to make a 
mixture in a container [bullet] soak a 
clean, soft cloth in the mixture [bullet] 
apply cloth loosely to affected area for 
15 to 30 minutes [bullet] repeat as 
needed or as directed by a doctor 
[bullet] discard mixture after each use". 

(iv) Any of the directions in 
paragraphs (d)(3)(i), (d)(3)(ii), or 
(d)(3)(iii) of this section shall be 
followed by the statement: "[bullet] 
children under 2 years: ask a doctor". 

(4) For products containing aluminum 
hydroxide gel identified in § 347. 1 0(b). 
The labeling states "[bullet] children 
under 6 months: ask a doctor". 

(5) For products containing glycerin 
identified in § 347.10(h). The labeling 
states "[bullet] children under 6 
months: ask a doctor". 

(6) For products containing zinc 
acetate identified in §347.10(s). The 
labeling states "[bullet] children under 
2 years: ask a doctor". 
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(e) Products formulated and labeled 
as a lip protectant and that meet the 
criteria established in §201.66(d)(l0) of 
this chapter. The title, headings, 
subheadings, and information described 
in § 201.66(c) of this chapter shall be 
printed in accordance with the 
following specifications: 

(1) The labeling shall meet the 
requirements of § 201.66(c) of this 
chapter except that the title, headings, 
and information described in 
§ 201.66(c)(1), (c)(3), (c)(6), and (c)(7) 
may be omitted, and the headings, 
subheadings, and information described 
in § 201.66(c)(2), (c)(4), and (c)(5) may 
be presented as follows: 

(1) The active ingredients 

(§ 201.66(c)(2) of this chapter) shall be 
listed in alphabetical order. 

(ii) The heading and the indication 
required by § 201.66(c)(4) may be 
limited to: "Use [in bold type] helps 
protect" (which may be followed by 
"and relieve") "chapped lips". 

(iii) The "external use only" warning 
in § 347.50(c)(1) and in § 201.66(c)(5)(i) 
of this chapter may be omitted. The 
warnings in § 347.50(c)(2) and (c)(4) are 
not required and the warning in 

§ 347.50(c)(3) may be revised to read 
"Stop use and ask a doctor if condition 
lasts more than 7 days." 

(iv) The subheadings in 

§ 201.66(c)(5)(iii) through (c)(5)(vi) of 
this chapter may be omitted, provided 
the information after the heading 
"Warning" contains the warning in 
§347.50(e)(l)(iii). 

(v) The warnings in §201.66(c)(5)(x) 
of this chapter may be omitted. 

(2) The labeling shall be printed in 
accordance with the requirements of 
§ 201.66(d) of this chapter except that 
any requirements related to 

§ 201.66(c)(1), (c)(3), (c)(6), and (c)(7), 
and the horizontal barlines and 
hairlines described in § 201.66(d)(8), 
may be omitted. 

(f) Products containing only cocoa 
butter, petrolatum, or white petrolatum 
identified in §347.10(d), (m), and (r), 
singly or in combination with each 
other, and marketed other than as a lip 
protectant. (1) The labeling shall meet 
the requirements of § 201.66(c) of this 
chapter except that the headings and 
information described in § 201.66(c)(3) 
and (c)(7) may be omitted, and the 
headings, subheadings, and information 
described in § 201.66(c)(2), (c)(4), and 
(c)(5) may be presented as follows: 

(i) The active ingredients 

(§ 201.66(c)(2) of this chapter) shall be 
listed in alphabetical order. 

(ii) The heading and the indication 
required by § 201.66(c)(4) of this chapter 
may be limited to "Use [in bold type] 
helps protect minor cuts and burns" or 



"Use [in bold type] helps protect 
chapped skin" or "Use [in bold type] 
helps protect minor cuts and burns and 
chapped skin". 

(iii) The warning in § 347.50(c)(3) may 
be revised to read "See a doctor if 
condition lasts more than 7 days." 

(iv) The subheadings in 
§201.66(c)(5)(iv) through (c)(5)(vii) of 
this chapter may be omitted, provided 
the information after the heading 
"Warnings" contains the warnings in 
§ 347.50(c)(2), (c)(4), and (f)(l)(iii). 

(2) The labeling shall be printed in 
accordance with the requirements of 
§ 201.66(d) of this chapter except that 
any requirements related to 
§ 201.66(c)(3) and (c)(7) may be omitted. 

§ 347.52 Labeling of astringent drug 
products. 

(a) Statement of identity. The labeling 
of the product contains the established 
name of the drug, if any, and identifies 
the product as an "astringent." 

(b) Indications. The labeling of the 
product states, under the heading 
"Uses" any of the phrases listed in this 
paragraph (b), as appropriate. Other 
tmthful and nonmisleading statements 
describing only the indications for use 
that have been established and listed in 
this paragraph (b) may also be used, as 
provided in § 330.1(c)(2) of, this chapter, 
subject to the provisions of section 502 
of the Federal Food, Drug, and Cosmetic 
Act (the act) relating to misbranding and 
the prohibition of section 301(d) of the 
act against the introduction or delivery 
for introduction into interstate 
commerce of unapproved new drugs in 
violation of section 505(a) of the act. 

(1) For products containing aluminum 
acetate identified in §347. 12(a). "For 
temporary relief of minor skin irritations 
due to: [select one or more of the 
following: 'poison ivy,' 'poison oak,' 
'poison sumac,' 'insect bites/ 'athlete's 
foot,' or 'rashes caused by soaps, 
detergents, cosmetics, or jewelry']." 

(2) For products containing aluminum 
sulfate identified in § 347.12(b) for use 
as a styptic pencil. "Stops bleeding 
caused by minor surface cuts and 
abrasions as may occur during shaving." 

(3) For products containing witch 
hazel identified in § 347.12(c). 
"Relieves minor skin irritations due to: 
[select one or more of the following: 
'insect bites,' 'minor cuts,' or 'minor 
scrapes']." [If more than one condition 
is used, each is preceded by a bullet.] 

(c) Warnings. The labeling of the 
product contains the following warnings 
under the heading "Warnings": 

(1) "For external use only. Avoid 
contact with the eyes." 

(2) For products containing aluminum 
acetate identified in § 347.12(a) or witch 



hazel identified in § 347.12(c). "If 
condition worsens or symptoms persist 
for more than 7 days, discontinue use of 
the product and consult a" [select one 
of the following: 'physician' or 
'doctor']." 

(3) For products containing aluminum 
acetate identified in § 347.12(a) used as 
a compress or wet dressing. "Do not 
cover compress or wet dressing with 
plastic to prevent evaporation." 

(d) Directions. The labeling of the 
product contains the following 
information under the heading 
"Directions": 

(1) For products containing aluminum 
acetate identified in § 347.12(a)— [i] For 
products used as a soak. "For use as a 
soak: Soak affected area in the solution 
for 15 to 30 minutes. Discard solution 
after each use. Repeat 3 times a day." 

(ii) For products used as a compress 
or wet dressing. "For use as a compress 
or wet dressing: saturate a clean, soft 
white cloth (such as a diaper or torn 
sheet) in the solution, gently squeeze, 
and apply loosely to the affected area. 
Saturate the cloth in the solution every 
15 to 30 minutes and apply to the 
affected area. Discard solution after each 
use. Repeat as often as necessary." 

(2) For products containing aluminum 
sulfate identified in § 347.12(b) for use 
as a styptic pencil. "Moisten tip of 
pencil with water and apply to the 
affected area. Dry pencil after use." 

(3) For products containing witch 
hazel identified in § 347.12(c). "Apply 
to the affected area as often as 
necessary." 

§347.60 Labeling of permitted 
combinations of active ingredients. 

The statement of identity, indications, 
warnings, and directions for use, 
respectively, applicable to each 
ingredient in the product may be 
combined to eliminate duplicative 
words or phrases so that the resulting 
information is clear and understandable. 

(a) Statement of identity. For a 
combination drug product that has an 
established name, the labeling of the 
product states the established name of 
the combination drug product, followed 
by the statement of identity for each 
ingredient in the combination, as 
established in the statement of identity 
sections of the applicable OTC drug 
monographs. For a combination drug 
product that does not have an 
established name, the labeling of the 
product states the statement of identity 
for each ingredient in the combination, 
as established in the statement of 
identity sections of the applicable OTC 
drug monographs. 

(b) Indications. The labeling of the 
product states, under the heading 
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"Uses," the indication(s) for each 
ingredient in the combination as 
established in the indications sections 
of the applicable OTC drug monographs, 
unless otherwise stated in this 
paragraph (b). Other truthful and 
nonmisleading statements, describing 
only the indications for use that have 
been established in the applicable OTC 
drug monographs or listed in this 
paragraph (b) may also be used, as 
provided in § 330.1(c)(2) of this chapter, 
subject to the provisions of section 502 
of the Federal Food, Drug, and Cosmetic 
Act (the act) relating to misbranding and 
the prohibition in section 301(d) of the 
act against the introduction or delivery 
for introduction into interstate 
commerce of unapproved new drugs in 
violation of section 505(a) of the act. In 
addition to the required information 
identified in this paragraph (b), the 
labeling of the product may contain any 
of the "other allowable statements" that 
are identified in the applicable 
monographs, provided such statements 
are neither placed in direct conjunction 
with information required to appear in 
the labeling nor occupy labeling space 
with greater prominence or 
conspicuousness than the required 
information. 

(1) Combinations of skin protectant 
and external analgesic active 
ingredients in § 347.20(b). In addition to 
any or all of the indications for skin 
protectant drug products in 

§ 347.50(b)(1), any or all of the 
allowable indications for external 
analgesic drug products may be used if 
the product is labeled for concurrent 
symptoms. 

(2) Combinations of skin protectant 
and first aid antiseptic active 
ingredients in § 347.20(c). In addition to 
any or all of the indications for skin 
protectant drug products in 

§ 347.50(b)(1), the required indications 
for first aid antiseptic drug products 
should be used. 

(3) Combinations of skin protectant 
and sunscreen active ingredients in 

§ 347.20(d). In addition to any or all of 
the indications for skin protectant drug 
products in § 347.50(b)(2)(i), the 
required indications for sunscreen drug 
products should be used and any or all 
of the additional indications for 
sunscreen drug products may be used. 

(c) Warnings. The labeling of the 
product states, under the heading 
"Warnings," the warning(s) for each 
ingredient in the combination, as 
established in the warnings section of 
the applicable OTC drug monographs 
unless otherwise stated in this 
paragraph (c). 

(1) For combinations containing a 
skin protectant and a sunscreen 



identified in §§ 347.20(d) and 352.20(b). 
The warnings for sunscreen drug 
products in § 352.60(c) of this chapter 
are used. 

(2) [Reserved] 

(d) Directions. The labeling of the 
product states, under the heading 
"Directions," directions that conform to 
the directions established for each 
ingredient in the directions sections of 
the applicable OTC drug monographs, 
unless otherwise stated in this 
paragraph (d). When the time intervals 
or age limitations for administration of 
the individual ingredients differ, the 
directions for the combination product 
may not contain any dosage that 
exceeds those established for any 
individual ingredient in the applicable 
OTC drug monograph(s), and may not 
provide for use by any age group lower 
than the highest minimum age limit 
established for any individual 
ingredient. 

(1) For combinations containing a 
skin protectant and a sunscreen 
identified in §§ 347.20(d) and 352.20(b). 
The directions for sunscreen drug 
products in § 352.60(d) of this chapter 
are used. 

(2) [Reserved] 

PART 352 — SUNSCREEN DRUG 
PRODUCTS FOR OVER-THE- 
COUNTER HUMAN USE 

■ 9. The authority citation for 21 CFR 
part 352 continues to read as follows: 

Authority: 21 U.S.C. 321, 351, 352, 353, 
355, 360, 371. 

■ 10. The stay of 21 CFR part 352 
published at 66 FR 67485, December 31, 
2001, is lifted. 

■ 1 1. Section 352.20 is amended by 
adding paragraph (b) to read as follows: 

§ 352.20 Permitted combinations of active 
Ingredients. 

***** 

(b) Combinations of sunscreen and 
skin protectant active ingredients. Any 
single sunscreen active ingredient or 
any permitted combination of sunscreen 
active ingredients when used in the 
concentrations established for each 
ingredient in § 352.10 may be combined 
with one or more skin protectant active 
ingredients identified in § 347.10(a), (d), 
(e), (g), (h), (i), (k), (1), (m), and (r) of this 
chapter. The concentration of each 
sunscreen active ingredient must be 
sufficient to contribute a minimum SPF 
of not less that 2 to the finished product. 
The finished product must have a 
minimum SPF of not less than the 
number of sunscreen active ingredients 
used in the combination multiplied by 
2, and the product must be labeled 
according to § 352.60. 



■ 12. Section 352.52 is amended by 
revising the heading in paragraphs (c)(2) 
and (d)(4) and by revising paragraphs 
(f)(1)(h) and (f)(l)(vi) to read as follows: 

§ 352.52 Labeling of sunscreen drug 
products. 

***** 

(c) * * * 

(2) For products containing any 

ingredient identified in §352.10 

marketed as a Hp protectant or lipstick. 
* * * 

(d) * * * 

(4) For products marketed as a Hp 
protectant or lipstick. * * * 
***** 

(f)* * * 

(1) * * * 

(ii) The heading and the indication 
required by § 201.66(c)(4) of this chapter 
may be limited to: "Use [in bold type) 
helps protect against sunburn/' For a lip 
protectant product, the heading and the 
indication required by § 201.66(c)(4) 
may be limited to: "Use [in bold type] 
helps protect against sunburn and 
chapped lips." 
***** 

(vi) For a lip protectant product or 
lipstick, the warnings "Keep out of 
eyes" in § 352.52(f)(l)(iv) and "Keep out 
of reach of children" in § 352.52(f)(l )(v) 
and the directions in § 352.52(d) may be 
omitted. 

***** 

13. Section 352.60 is amended by 
revising paragraphs (b)(2), (c), and (d) to 
read as follows: 

§352.60 Labeling of permitted 
combinations of active ingredients. 

***** 

(b) * * * 

(2) For permitted combinations 
containing a sunscreen and a skin 
protectant identified in § 352.20(b), any 
or all of the applicable indications for 
sunscreens in § 352.52(b) and the 
indication for skin protectants in 

§ 347.50(b)(2)(i) of this chapter should 
be used. For products marketed as a lip 
protectant, the indication in 
§ 352.52(f)(1)(h) should be used. 

(c) Warnings. The labeling of the 
product states, under the heading 
"Warnings," the warning(s) for each 
ingredient in the combination, as 
established in the warnings section of 
the applicable OTC drug monographs, 
except that the warning for skin 
protectants in § 347.50(c)(3) of this 
chapter is not required for permitted 
combinations containing a sunscreen 
and a skin protectant identified in 

§ 352.20(b). For products marketed as a 
lip protectant or lipstick, 
§352.52(f)(l)(iii), (f)(l)(iv) (except 
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"Keep out of eyes," which may be 
omitted), and (f)(l)(vi) apply. 

(d) Directions. The labeling of the 
product states, under the heading 
"directions," directions that conform to 
the directions established for each 
ingredient in the directions sections of 
the applicable OTC drug monographs, 
unless otherwise stated in this 
paragraph. When the time intervals or 
age limitations for administration of the 
individual ingredients differ, the 
directions for the combination product 
may not contain any dosage that 
exceeds those established for any 
individual ingredient in the applicable 
OTC drug monograph(s), and may not 
provide for use by any age group lower 
than the highest minimum age limit 
established for any individual 
ingredient. For permitted combinations 
containing a sunscreen and a skin 
protectant identified in § 352.20(b), the 
directions for sunscreens in § 352.52(d) 
should be used. For products marketed 
as a lip protectant or lipstick, 
§ 352.52(d)(4) applies. 
■ 14. Part 352 is stayed until further 
notice. 

Dated: May 16, 2003. 
Jeffrey Shuren, 

Assistan t Commissioner for Policy. 

[FR Doc. 03-13751 Filed 6-3-03; 8:45 am] 

BILLING CODE 4160-01-S 



DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Administration 
21 CFR Parts 510 and 524 

New Animal Drugs; Change of Sponsor 

AGENCY: Food and Drug Administration, 
HHS. 

ACTION: Final rule. 

SUMMARY: The Food and Drug 
Administration (FDA) is amending the 
animal drug regulations to reflect a 
change of sponsor for an approved new 
animal drug application (NADA) from 
Combe, Inc., to Faraham Companies, 
Inc. 

DATES: This rule is effective June 4, 
2003. 

FOR FURTHER INFORMATION CONTACT: 

David R. Newkirk, Center for Veterinary 
Medicine (HFV-100), Food and Drug 
Administration, 7500 Standish PL, 
Rockville, MD 20855, 301-827-6967; e- 
mail: dnewkirk@cvm.fda.gov. 
SUPPLEMENTARY INFORMATION: Combe, 
Inc., 1101 Westchester Ave., White 
Plains, NY 10604, has informed FDA 
that it has transferred ownership of, and 



all rights and interest in, NADA 5-236 
for SULFODENE Medication for Dogs to 
Farnam Companies, Inc., 301 West 
Osborn, Phoenix, AZ 85013-3928. 
Accordingly, the agency is amending 
the regulations in 21 CFR 524.1376 to 
reflect the transfer of ownership. 

Following this change of sponsorship, 
Combe, Inc., is no longer the sponsor of 
any approved application. Accordingly, 
§ 510.600(c) is being amended to remove 
the entries for Combe, Inc. 

This rule does not meet the definition 
of "rule" in 5 U.S.C. 804(3)(A) because 
it is a rule of "particular applicability." 
Therefore, it is not subject to the 
congressional review requirements in 5 
U.S.C. 801-808. 

List of Subjects 

21 CFR Part 510 

Administrative practice and 
procedure, Animal drugs, Labeling, 
Reporting and recordkeeping 
requirements. 

21 CFR Part 524 
Animal drugs. 

■ Therefore, under the Federal Food, 
Drug and Cosmetic Act and under 
authority delegated to the Commissioner 
of Food and Drugs and redelegated to the 
Center for Veterinary Medicine, 21 CFR 
parts 510 and 524 are amended as 
follows: 

PART 510— NEW ANIMAL DRUGS 

■ 1 . The authority citation for 2 1 CFR 
part 510 continues to read as follows: 

Authority: 21 U.S.C. 321, 331, 351, 352, 
353, 360b, 371, 379e. 

§510.600 [Amended]. 

■ 2. Section 510.600 Names, addresses, 
and drug labeler codes of sponsors of 
approved applications is amended in the 
table in paragraph (c)(1) by removing the 
entry for "Combe, Inc." and in the table 
in paragraph (c)(2) by removing the entry 
for "011509". 

PART 524— OPHTHALMIC AND 
TOPICAL DOSAGE FORM NEW 
ANIMAL DRUGS 

■ 3. The authority citation for 21 CFR 
part 524 continues to read as follows: 

Authority: 21 U.S.C 360b. 
§524.1580b [Amended] 

■ 4. Section 524.1376 2- 
Mercaptobenzothiazole solution is 
amended in paragraph (b) by removing 
"011509" and by adding in its place "No. 
017135". 



Dated: May 19, 2003. 
Steven D. Vaughn, 
Director, Office of New Animal Drug 
Evaluation, Center for Veterinary Medicine. 
[FR Doc. 03-14107 Filed 6-3-03; 8:45 am] 
BILLING CODE 4160-01-S 



DEPARTMENT OF THE TREASURY 
Internal Revenue Service 

26 CFR Part 1 
[TO 9048] 

Guidance Under Section 1502; 
Suspension of Losses on Certain 
Stock Dispositions; Correction 

AGENCY: Internal Revenue Service (IRS), 
Treasury. 

ACTION: Correcting amendments. 

SUMMARY: This document corrects 
temporary regulations (TD 9048), which 
was published in the Federal Register 
on Friday, March 14, 2003 (68 FR 
12287). The temporary regulations 
redetermine the basis of stock of a 
subsidiary member of a consolidated 
group immediately prior to certain 
transfers of such stock and certain 
deconsolidations of a subsidiary 
member and also suspend certain losses 
recognized on the disposition of stock of 
a subsidiary member. 
DATES: This correction is effective on 
March 14, 2003. 

FOR FURTHER INFORMATION CONTACT: 

Aimee K. Meacham at (202) 622-7530 
(not a toll-free number). 
SUPPLEMENTARY INFORMATION: 

Background 

The temporary regulations that are the 
subject of this correction are under 
section 1502 of the Internal Revenue 
Code. 

Need for Correction 

As published, TD 9048 contains an 
error which may prove to be misleading 
and is in need of clarification. 

List of Subjects in 26 CFR Part 1 

Income taxes, Reporting and 
recordkeeping requirements. 

Correction of Publication 

■ Accordingly, 26 CFR part 1 is corrected 
by making the following correcting 
amendments: 

PART 1— INCOME TAXES 

■ Paragraph 1. The authority citation for 
part 1 continues to read in part as 
follows: 

Authority: 26 U.S.C. 7805 * * * 
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